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“ (1994) ; Kuter¥ A » Proc. Natl. Acad. Sci. USA 91:11104-
11108 (1994) ; de Sauvage % A ° Nature 369:533-538
(1994) ; Kato% A » Journal of Biochemistry 119:229-236
(1995) ; Chang ¥ A - Journal of Biological Chemistry
270:511-514 (1995)) e R HE w B AHEH @R E R A @
IR A R X B AR e

FEAEFARAFPARZIANARME AHETPO(60E 70 kDatg &

% G )b 33218 Bk & 8% 4 A& (Bartley% A > Cell 77:1117-
& 1124 (1994) ; Chang% A : Journal of Biological Chemistry
270:511-514 (1995)) -  Za R A XA R M ZE X M & K #*
F o B A KA R (BEABMLIZE 172)(Bartley & A » Cell
77:1117-1124 (1994))$#2 A 45 4 & 3K 4 & % (Gurney % A
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Nature 369:568-571 (1994) ; Rasko % A - Stem Cells
15:33-42 (1997 R F S ERm B AW R > R w2
# A 4 BE &g (Broudy¥ A » Blood 85:402-413 (1995)) >
BH E X% EMBBERRRRDIRKRE K (Zeigler ® A
Blood 84:4045-4052 (1994) ; Choi% A » Blood 85:402-413
(1995) Rz » TPOZ B (c-MpDZ A AR EZ2ER A H &
BAEZ W H EM e ol fa o 2 B % T R A8 ) (Methia® A
Blood 82:1395-1401 (1993)) - st % » c-Mpl&k B 5 & ) &
R EBEERY BAE M E8E AR (Ale'xander% A * Blood
87:2162-2170 (1996)) -

% 4 A 3aMGDF (rHuMGDF, Amgen Inc., Thousand Oaks,
CA)AEHTPOAE M Z % — R DKREKRSK - £144E AR
B A K %BEBE KA 2cDNAZ Tt KB IRH(E
coli)B %A »BHRAEZFTOLCHEABRTPOZHEARB I E &
# (Ulich% A » Blood 86:971-976 (1995)) - % Bk & 4% B ~
B R AR BR[L -8](PEG)H 2 & & A K% £ &
i #E - T F 4 F A KX X P #H A PEG-rHuMGDF & 1§ #4
MGDF -

& A & % # A 2 & #% 5 X (Ulich, T.R. ¥ A » Blood
86:971-976 (1995) ; Hokom, M.M.% A - Blood 86:4486-
4492 (1995)E # # . HTPORMGDFA F B B8 #H & &£ 4
B  RBRVE(FHLERETREHBRENMAELZRRK)
FPXERAK - ABZHF EHNCTERTMGDFR & # %
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(1996) ; Kato%¥ A » Journal of Biochemistry 119:229-236
(1995) ; Ulich% A.» Blood 86:971-976 (1995)) - a4 #&
MGDF# B o M RI AW ERELIRBBIREAE
hH =4 BELMGDFT AN ¥ b/ | RELBE -
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Mpl% # X 2 A # v EB@®HE -~ L/ ik - CD34 b R B
Bimta ¥ bz k@& L& R (Debili, N.¥ A >
Blood 85:391-401 (1995); de Sauvage, F.J.% A - Nature
369:533-538 (1994) ; Bartley, T.D.,% A - Cell 77:1117-
1124 (1994); Lok, S.% A » Nature 369: 565-8 (1994)) ° 4
BN atREAETKEZSELE > c-MplB W14 48 i K
4 % 8 4 # (Vigon, I.% A » Proc. Natl. Acad. Sci. USA
89:5640-5644 (1992)) - W FE X B X FILSRBEALBE S FH
B -_RAER AenBRrfRE5FHLH -

—gEmt EafRCBAASRIBIAHARY LIS
HAHRBAEELE KM PAEAAEXBLESZIARE K
BEAOKRATAERA > FoRE>EMEAATRH AN
o4 A £ % B BK (Clackson, T.% A ' Science 267:383-386
(1995)) - A A RS B M B ZF O A RABERN AL L% H
FPERELAREAAEIAHRBMZIFEAFRPMEREINRTZ
e BT A

EBRIAINEZARRY  HARBRREBEERALKLCERASE
BAE G HE MM DK RS A X E M (Scott, JK.#F
A * Science 249:386 (1990) ; Devlin, J.J.% A - Science
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249:404 (1990)) -
A EFRIEBELHNETEEFEEZR SR Z B HB
zxHE LA ARREF BRAFATMPRAREHEH#HZIFRAHEAY
— kg EP-—BATMPR ZCRAM ELE XL dERETHZF
—ETMPRR ZNKk 2 i AR EHE LR R HmE
— B TxAMEMHOEE(ELR £ % 6,835,8093%% © Liu
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BB AHETMPS B — R B 2 Fc B (EZBH 3 H %
6,835,8093% * A L x)-

R4 RMoyk LB L2 H ¢ 44 "Fab" 2 7T ¢
B RELRE D RBAE"Fo"2 E 2B > R34 RE M
BELCRBEEERAZIHEASD BB E - 2AKE G ZXFcdf

SEHE EREFEEY » MFab&E 4 4 (Capon H A » Nature -

337:525-531 (1989)) -

B AFCREB BB EOT AN U RBRBLERFR
MM HEWFcXBEL  -FTOAR L - HBELSCRKE
B E (2B FANEAZKEEGXIFCE ¥ )2 3 &
(Capon » % A » Nature 337:525-531 (1989)) - £ 4 M T >

IgGl#L # 2 Fc@ & ® CD30-L& & > #%CD30-La & & &
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4 K 7 (Hodgkin's Disease)i & @ o ~ % ¥ M % € & %
B oTeapahrnm Rt itearBEEY EXRZCD3O
SBELSHY T - 2 REBRAZ A F5,480,98135% - IL-10(H
EBAEABHFEH)CA A BEFcy2a b U e B R F X4
% % ¥ % ¥ (Zheng, X.% A » Journal of Immunology, 154:
5590-5600 (1995)) - Mt R F & 16 & A #1gGlx Fck & &
BUEGREFROHAKAZEZ ZERBEABRDTXAENA
i#2 (Fisher, C.% A » N. Engl. J. Med., 334: 1697-1702
(1996) ; Van Zee, K. % A » The Journal of Immunology,
156: 2221-2230 (1996)) > FefF & 2 CD4%2 # sk & X & £ A
A BEAIDSZ s B M EEad - 4 A Capon¥ A » Nature,
337:525-531 (1989) - B 4 » &8 £28 $221gG1%1gG3 = Fc
r@mbUALBRNTEF2ZAFRPRAELHEFN - 24
Harvill% A * Immunotechnology, 1: 95-105 (1995) -
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Pharmacol. 43: 741-8 (1993) - £ F X ¥ * Smith%¥ Az ¥
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ik 2 F ik ¥ % #i ®» Wells & Lowman, Curr. Opin.
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"AEREALAGHEAERE  c wRERLEETRK EHK
BE -WEEARARLRA AP @RFHRAFNETEKRKER
% 8 MR ik # % - Francis, Focus on Growth Factors
3: 4-11 (1992) - B sk > B HWERA A E I IR UAERE
MBS XRELEFTEARRSTRRAALCOLZEEHERH#
2 H KB AMBREHN XA KIS YW - Lowman, Ann. Rev.
Biophys. Biomol. Struct. 26: 401-424 (1997); Kay¥ A °
Drug Disc. Today 3: 370-378 (1998) -
MABERAEBELZHKAFcHR I AR - 2 ALLERE
#] % 6,660,8433% > N 20034 128 98 %8 F Feige® A (X 3] A
B F XEFFAELAXT) ZEL>FLHBEAF"KAE
(peptibody)" - £ 6045 — % $ M HENK % - CR¥ - KA #K
Ml he ML E M P2 —F U LR KN E D
b Hed - RLPERSE R ZEK - EEARNK
(tumor-homing peptide) - BB ER R B UMD X EHE H - €
EERBRIEEANBRNFSZZEST T OTHEHRRER
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Bz E L) 2R i it BHEAHF6,660,8435% 5 £ B
A W3 £ $2003/01951563% 0 20034108168 2 B (%
JE A WO 02/092620 0 # 20024118218 2 M) £ B % #
¥ 3% £ %2003/0176352%% » # 2003498 188 2 M (¥ B »
WO 03/031589 » ®» 2003 % 4 8 178 XK );: £ B %
09/422,838 3 » # 1999 4 10 A 22 8 % # (& E » WO
00/24770 » #2000 5HF 48 2 M) £ BH EH 9 FH £ 7
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2003/0229023 % - # 2003 & 12 A 11 B » B ; WO
03/057134 » %2003 7R3 178 2 M ; £ A & H ¥ 3% £ ¥
2003/0236193 3% > #» 2003 4 12 8 258 2 M (# & »
PCT/US04/010989 » # 2004 % 4 A 88 ¥ % ) £ B %
10/666,480 % » » 2003 4% 9 A 188 % 3% (# & » WO
04/026329 » 2004454818 X)) £ &5 F % # 3 A
& XA -

IR R ERENESRERBZIESERITRATR
R LGN AELBERBEFHEAN L IRE
BZAEWEFEEUL R DR E REMR)R/R P K &R AT E
B(AEEN@B)ERILEDITHREZ @I LE RFH)
ZHEitoW I FEET R -

[#ArRE]

AXREBREACMpIS B E LS L E b HBEEBEREOR
BPiE i)z —mib S 4 > FWe-MplS 8 A4 4 % 1AM ALK
4R FE(TPO)z B AR 8 - Bk ELEHER
R hIRERFTWE  THANKTHRARETRII A DRE
B BRIZREB @B ERTNE  FRRANKTRARNRE
B f AR AT BB A R

Lo sBEHAOLFEEY —BHREBFCE X % K &K
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RIL: [X'-(F'),]-(L").-WSPy

APF' AFe B AX'2CRs A& B8 —B X%
BWSPRENEdE# FL EFcl - EF HEH I
t A —RBREFPUASFRBON LA —BHRFUA_RH
gy KR

EA—FRE T AEARB/L XIS Y > £ a4 K]
YA S 2 &

K IIL ¢ [(F'),-X?]-(L")-WSPy

EPF' AFcB B AX 2ZNAB AEE  L5@ - —@ K 3%
BMWSPA B A& diE# FL BFcld i - FRMELA LE
HmzibtoHWz PR RRA KRB -

AEATRBEKIEeH B XNIVEHRFAZEH

KIV i [(F'),-(L")e-P']-(L").-WSPy

£ PF' AFc B A-(LD-P'2NAw g2 %M@ - — M@
ﬁ%@WW%%%@éé%%Uﬁhﬁﬁ%°ﬁﬁﬁ%%
hEHBZILEHMZSE R BR_FH -

A HE—FEEAMA Y LA AVEmAz&H

AV 1 [(F)a-(L)e-P'-(L7)¢-P*]-(L')c-WSPy

£ FF AFc A A£-L'-P-L>P’2 Nk 3% > 2@ -
—4@52;@wspz‘i%%@éi@ﬁ%véﬂcﬁ&ﬁ& o F 4% 4
EAREHRZILEOYZSRBRRA_FH -

E-BBEF PR ERBILSY  RFP R/APHE
I HEH RI-6R A8 2 42— ¥ A5 2 TPO & 4 (£ R
AXFZEH) £E—BHY PR/IXPPAABAKASR
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B 5 e
EH—BETF  wlrmiER#sYy HEPLiBHREEE
B> ZE2RBADATEEHNALFAFHELREARE AT
LA RamzEgiB
Yo BEPYARKEAAZHABESLAIREEBR AN
A1%220;
(Gly),* £ ¥n5 1220 A EnA M 18 » % i& ¥ #Gly
BRATEEAARIVERAKAB I —BRAK L
. T REHEBRAK

(Gly);Lys(Gly), (SEQ ID NO: 4) ;
(Gly);AsnGlySer(Gly), (SEQ ID NO: 5);
(Gly);Cys(Gly), (SEQ ID NO: 6) ;
GlyProAsnGly (SEQ ID NO: 7) ;
Cys# & ; &

(CHy)pn® £ ¥Pn81%20-
A—-REHP LLZEABY. AR H EPYHRER X
’ REAZBREAZRE IR EERAnNAL1ZE20- £ 5 — &4
o La 4 (Gly), £+n’ 1220 EEnARN18 > F& ¥
BGly# A TEEAEREBIOERAKEABRZ A — KA
FELHREERRK - AX—BHF  LEGtEASATSE

LR R -
(Gly);Lys(Gly)s (SEQ ID NO: 4) ;
(Gly);AsnGlySer(Gly), (SEQ ID NO: 5) ;
(Gly);Cys(Gly), (SEQ ID NO: 6); &
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GlyProAsnGly (SEQ ID NO: 7) -

EABBHZ P -HHF LEACysH K - £ 5 — EH#
v ABH ALY HRFLEA(CHy), £ ¥k 1E
20 -

EH—RHETY wAXTHERSBAFTAZILLAY £
PF B Fci - £ %5 —#k v R#etitdd £+ WSPH
PEG:- A X — K # ¥ Rt bmiizitdth £FF' A
Fcik B WSP A PEG -

- RBHEP AXPAMZILSEHZPEGRALT E AN
#2 kDaf 100 kDazx &y o F 8 - £ 5 —BHF P AX ¥
Al 21t 64 ZPEGaA 4ty B A /-7 #6 kDafl 25 kDaz i &
»FE -

ABFRAE - S RB/ESAXFHAEZILA ALY
Rb S mbmasiENS0%2RL_BIibdh - £5 —

z
Y rasPhasr2)75%2 R T _8iibsidh
3

85z R —8Bititodm ~ ED90% T =81l s
s EVISNZLRL_EBIRILEEMREDIOZT RT — &
e it 44 o

ABEATRBEREOBEINE LU ARER
UREISTERAELAXFTHEZILSHAEY -

E—FHRHF 0 PELASRTRXELEH

U'-Y'(Cys ~ Leu ~ Met ~ Pro ~ Gln ~ Val % X,)-Y?*(Phe ~
Lys ~ Leu ~ Asn ~ Gln -~ Arg ~ Ser ~ Thr -~ Val & X,)-

Y?(Cys ~ Phe ~ Ile ~ Leu ~ Met ~ Arg ~ Ser ~ Val ~ Trp & X3)-
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Y*-Y’(Ala ~ Asp ~ Glu ~ Gly ~ Lys ~ Met * Gln ~ Arg ~
Ser ~ Thr ~ Val ~ Tyr &% X;)-Y®(Cys ~ Phe ~ Gly » Leu -
Met ~ Ser ~ Val » Trp » Tyr# Xs)-Y’(Cys ~ Gly ~ Ile ~ Lys -
Leu - Met ~ Asn ~ Arg ~ Val g X7)-U2 J
EFTY-YRY-Y'¢¥ 220 —FH BB EX-X;RXs-

X753
£ P U RU B 42 47 B B 8% OB
2P ¥Y'RAHEHB &Cys Leu~ Met~ Pro~ Gln& Val@a

mRZEBGBKEABT - BX44 & 8 & Ala~ Asp ~ Glu -~ Phe
Gly ~ His ~ Ile ~ Lys ~ Asn ~ Arg ~ Ser ~ Thr ~ Trp & Tyré@a
mZ B

# &+ YR AiE A & Phe- Lys~ Leu~ Asn~ Gln -~ Arg »
Ser~ Thr& Valéa i 2= B ey ik X BE 6F » R X, % E A & Ala »
Cys ~ Asp ~ Glu ~ Gly ~ His ~ Ile ~ Met ~ Pro ~ Trp & Tyré@a
R Z R

£ P EY' R AHE 4 & Cys~ Phe ~ Ile ~ Leu ~ Met ~ Arg »
Ser~ ValR Trpaa s X B e rc A Ba 8F > R X514 :E A & Ala »
Asp ~ Glu » Gly ~ His » Lys ~ Asn ~» Pro » Gln ~ Thr&X Tyré&a
mZ B

AT X FY &

£ P EY RAEAE B Ala~ Asp~ Glu~ Gly ~ Lys ~ Met »
Gln ~ Arg ~» Ser ~ Thr ~ Val & Tyr#a s X & 89 B & & 8% > R
Xs4% i 8 § Cys ~ Phe ~ His ~ Ile ~ Leu > Asn~ Pro& Trp#a

Rz B
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£ ¥ YR Ai&B & Cys ~ Phe ~ Gly ~ Leu ~ Met ~ Ser -
Val ~ TrpR Tyra s 2 B eh B A 8 & > Al X4 % B & Ala -
Asp ~ Glu ~ His ~ Ile ~ Lys ~ Asn » Pro ~ GIn ~ Arg & Thréa
RZ B R

£ Y X BiE A & Cys~ Gly ~ Ile ~ Lys ~ Leu ~ Met -
Asn ~ ArgR Valéa i 2 # oy g A 8 > Al X,1% & B & Ala »
Asp ~ Glu ~ Phe ~ His » Pro ~ GIln ~ Ser » Thr ~ Trp& Tyréa

R Z B
’ AAARS L TH L2 -
B —REF ABHRABELLY EFPY-Y Pz 3

YRENSHNEEAX-X P2 RE LYY Y2 ED =S

NHEAX X P 2= Y Y'Y 220 mEH3HERD

X;-XoF 2w Y-YFP2ZEDEESHNHEENX-X,¥P

2E2E Y YP2ESANEPHNHERX-XP 2K F

BEY'-Y'd 2 g — 225 #BENX-XoF 2 —F -

E-FREAFT RABERAEEAIFHIZIEHZI LS
‘ 4 AP Eakbal-

EB—FRHTYT  AEREEXIFHAIAZIEHRZLLS

f¥brcrdre~frgRhBHO-

A —FHB T RAFERHEE AP B E S Z LSS

> B LWEAERAEGAIFINZEHEAR -

B —FRAF RXBFRAEXIFPHAINZILEHERZ LS

IR R

F'HFcH > S FcB EHH UL LEBEFALLEDY — @

87
121612.doc -21-



1360552

X 14 98 3 & A
-(L%)i-P°-(L7); >
-(L%);i-P?-(L7);-P°-(L%)i »
-(L®);-P*-(L7);-P-(L*)-P7- (L)1 » &
-(L®)i-P?-(L7);-P®-(L*)-P7-(L")1-P*- (L")
PP P PRP A BB LA BELEMKRZAET ;
L°~L'~L* L’RLYS a B hid £ T ;
4.' i~j k-~ IAm& A/ BOX1: B
zBH1~2HE K -
AEHEELELEH XIS L FaRbE B B0 -
E—FHB T KRBERHOKELSY > K P Feik & 418G
Fcik o &£ — & 4 F » sb1gG Fcik B 1gG1 Fesk -
£ HB —Fw#H F > Fcih & 2 & A SEQ ID NO: 3 & 344-
352 2 —F WA - £ — BT 0 [gGl Fek & 4
SEQ ID NO: 3EX’# A E K E# 2 % % 3 » & 4 SEQ ID
“ NO: 428 ~ 429 ~ 431 ~ 432 ~ 434 ~ 435 ~ 437 ~ 439 ~ 441 &
4432 K3 c AX —RBHE T XBAZREH LT KT H
i 8 SEQ ID NO: 430~ 433 ~ 436 ~ 438 ~ 440 - 442 & 4442
Fol o —EHXBEHETF » XA f£Leuiso/Thriok o
X —EMp ¥ 1gGl Fcik &4 SEQ ID NO: 3478 X°
BANE K B 2 K HEASEQ ID NO: 428 ~ 429 -
431 ~ 432 ~ 434~ 435~ 437~ 439 441 R 4432 K 5| o £ —

£ ¥ 0 X3 A & Hsi/Esy ~ Yg1/Ngy ~ Nyjo/Kyqp o

£57
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Li43/Tias > Qu71/Pi72 ~ E173/Niza ~ Sis6/Dis7 ~ Guss/Siso &
G20s5/Naos & ©

£ % — K+ 0 1gGl Feik & 4 SEQ ID NO: 3488 X’
BANE K EH DK HESESEQ ID NO: 428 - 429 -
431~ 432~ 434~ 435 430« 441 ~ 443 R 4512 5 5] « £ —
B #% ¥ 0 X8 A & Hsi/Bsy ~ Ygi/Ngy ~ Nyo/Kppp >
L143/T14a ~ Qu71/P172 ~ E173/Ny74 ~ S136/Dis7 ~ Giss/Sise &
G205/Naos s °

ABERAJLEZLSY - £ PFcik & 21gG3 Feik » £ —
B 4% ¥ » 1gG3 Fek & 4 SEQ ID NO: 349EX’#H A2 & B
# e 3REH5EAHSEQ ID NO: 426 ~ 428 ~ 429 ~ 431 -~
434 ~ 446 ~ 448 ~ 451 ~ 452 R 4532 K 5 - £ B — K #H F o
X’ # A £ Hioo/Ero1 ~ Fi28/Nize ~ Nys7/Kysg © Myoo/Tiep »
Q218/P219 ~ E220/Naar » S232/D233 ~ G234/8235 3% G252/Nass e e

EX—FRBIF  KAERAOELESH £ FFcka s
IgG2 Fcik - &£ — &4 ¥ » Fcik & 4 SEQ ID NO: 3508 X’
FANERBEHLLSIFRI 2 E S SEQ ID NO: 428 ~ 429 -~
431 ~ 439 ~ 443 ~ 446 ~ 447 ~ 449 ~ 451 R 4532 K % - £ 5B
— B #% ¥ o X4 A & Huo/Eso © F77/Nyg ~ Nige/Kior o
Mi39/T140 > Qi67/P1ss > Ei169/Ni70 ~ Si81/Dis2 ~ Gis3/Siss &
G201/N2g2 & °

AA—FTRBY  ABFHEHEILEY  H FFcRasd
IgG4 Fcik - £ — &4 ¥ » Fci & 4 SEQ ID NO: 3518 X°

HANE K EHR D RS EASEQ ID NO: 427 - 428 »

£85
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431 ~ 434 ~ 439 ~ 441 ~ 445 -~ 446 ~ 450R 4512 K5 » £ 5
— & # ¥ > X4 AN £ Qso/Esi ~ Frs/Ngg ~ Nyg7/Kigs ~
Miso/Tra1 ~ Qiss/Prss > Ei170/Ny71 ~ S152/Digs ~ Grsa/Siss &
Gy02/Nags & °

A —FRHF ABAEHELESEH K FFemaesd
SEQIDNO:352EX’#HAZE X E#R 2 XM 4 EASEQID
NO: 428 ~ 429 ~ 435 ~ 431 ~ 434 ~ 439 ~ 443 ~ 446 ~ 451 &
4532 F % - £ — B H Y > XPEALH12/E13 > Figo/Nig o
Niso/Ki70 ~ Ma0a/T20s » Q232/P233 ~ E234/Na3s » S246/Dayr
G248/S249 % G268/ Nago & °

EX—Fnplt AFRERELLSY  EFY-Y ¥ 2
EFOREREVPZZFREVDOERESEAERED NE S
HBENX-XoP2HmE o KAdm o KEAFTELFTILES

EFY Y2 —F 5 HERNX-XF 2 —F -

FTxRrBXEH2H TTHILEY  HAPLEKRERE
FHEBEEABBE -

QGCSSGGPTQREWLQCRRMQHS (SEQ ID NO: 8)

QGCSSGGPTLREWQQCRRMQHS (SEQ ID NO: 9)

QGCSWGGPTLKIWLQCVRAKHS (SEQ ID NO: 10)
QGCSWGGPTLKNWLQCVRAKHS (SEQ ID NO: 11)
QGCSWGGPTLKLWLQCVRAKHS (SEQ ID NO: 12)
QGCSWGGPTLKHWLQCVRAKHS (SEQ ID NO: 13)
QGGCRSGPTNREWLACREVQHS (SEQ'ID NO: 14)
QGTCEQGPTLRQWPLCRQGRHS (SEQ ID NO: 15)

121612.doc -24-
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QGTCEQGPTLRLWLLCRQGRHS (SEQ ID NO: 16)
QGTCEQGPTLRIWLLCRQGRHS (SEQ ID NO: 17)
TXRBES - XS BERAKERL ZFCEN L6 R
e HAKRZEFEBEABEE
Fc-QGCSSGGPTQREWLQCRRMQHS (SEQ. ID NO: 18)
Fc-QGCSSGGPTLREWQQCRRMQHS (SEQ. ID NO: 19)
Fc-QGCSWGGPTLKIWLQCVRAKHS (SEQ ID NO: 20)
Fc-QGCSWGGPTLKNWLQCVRAKHS (SEQ ID NO: 21)
. Fc-QGCSWGGPTLKLWLQCVRAKHS (SEQ ID NO: 22)
QGCSWGGPTLKIWLQCVRAKHS-Fc (SEQ ID NO: 23)
Fc,-QGGCRSGPTNREWLACREVQHS (SEQ ID NO: 24)
Fc,-QGCSWGGPTLKLWLQCVRAKHS (SEQ ID NO: 25)
QGTCEQGPTLRQWPLCRQGRHS-Fc (SEQ ID NO: 26)
Fc-QGTCEQGPTLRQWPLCRQGRHS (SEQ ID NO: 27)
FTXRBERGAHAESHNY-Y)  #RKEREFE
BABRBEE Y TOL LB TARLZI20BRAEL
* ZHABRREARELAZ AR Y O — F o

ETLY*‘QWL (SEQ ID NO: 28)
HTLY*'QWL (SEQ ID NO: 29)
KTLY‘QWL (SEQ ID NO: 30)
GTGY*QWL . (SEQ ID NO: 31)
PTLY*IWL (SEQ ID NO: 32)
PTLY'LWL (SEQ ID NO: 33)

PTLY'EWF (SEQ ID NO: 34)
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PTLY*HWL
PILY‘EWL
KTLY'EWL
PTLY‘LWL
PMLY*EWL
PTLY‘NWL
PPLY'EWL
PTQY*‘EWQ
PTLY*EWS
PTYY*EWL
PTAY‘QWL
PCLY'QWL
PTLY*FWL
PTGY*‘QWL
PTLY*HWL
PILY*IWL

PTLY‘LWL

PMLY‘QWL

PTLY‘NWL
PTPY*‘QWL
PTLY'QWQ
PTLY*QWS
PTTY'QWT

PTLY*WWL

121612.doc
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

35)
36)
37)
38)
39)
40)
41)
42)
43)
44)
45)
46)
47)
48)
49)
50)
51)
52)
53)
54)
55)
56)
57)
58)

855
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PTYY*‘QWL
PTLY'EWF
GTLY‘EWL
PTLY‘HWL
PILY‘EWL
PTLY'LWL
PTQY'EWL
PTLY‘EWS

PTLY*FWF

GTLY*QWL .

PTLY*IWL
PTLY‘LWL
PTLY*NWL
PTLY‘QWP
PTLY*WWL

PTYY*QWL

Rl TSI TXRME BN KEREFTERAR
KDTEVTAPRLWMVASVDE
REMEGPTMRQWLAYRAVL
CQNAGPTLRCWLAGRAYM
CEREGPTLRCWLATREGS

WRIEGPTLRHWLAARAWD

ANMEGPTLRHWLAMRARYV

121612.doc
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

59)
60)
61)
62)
63)
64)
65)
66)
67)
68)
69)
70)
71)
72)
73)

74)

75)
76)
77)
78)
79)
80)
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LDMEGPTLRHWLAARANG
WRMEGPTLRHWLAARAWG
WAMEGPTLRHWLAARAVL
KSMEGPSLRQWLAARAQL
TKIEGPTLRHWLAARAEL
PRIEGPTLRLWLVTRALS
IYMEGPTLRHWLANRAAK
WPIEGATLRQWLKIRAGY
RNMEGPTLRNWLAARAQH
NGIEGPTLRLWLSERAKK
MWMEGPTLRHWLEARARY
YGIDGPTLRHWLAARARY
RIIDGQTLRHWLAAGADP
NGRDGPTVRHRLAGRAQK
THIEGPTLRIWLASRAKA
KGMEGPTLRHWLAARAHL
QRIEGPTLRHWLAARASH

KDTEVTAPRLWMVASVDE

FTXR#EAEEB THESY HAREAEFTEFRAR

ENMEGPTLRHWLAARAHE
SWMEGPTLRHWLMNRATY
SMMEGPTLRHWLAARAKD

QGIEGPTLRLWLAARTHP
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

(SEQ ID NO:

81)
82)
83)
84)
85)
86)
87)
88)
89)
90)
91)
92)
93)
94)
95)
96)
97)
98)

99)
100)
101)

102)
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YMMEGPTLRHWLATRAGR
GNMEGPTLRHWLAANERD
NRMEGPTLRHWLAERAGS
NMMEGPTLRHWLAARVAA
SPIEGPTLRQQLCARAVK
VQMEGTTLRQWLAERALD
KRKDGHRPRQWLAPLACK
EMMEGPTLRHWLAARAEK
NMIEGPTLRHWLAERASQ
KLMEGPTLRHWLAYRAGL
YMMEGPTLRHWLAARALV
GNMEGPTLRHWLAARALL
WMMEGPTLRHWLAARARY
TDRGGYTLRQWLAARAVL
SAIEGPTLRHWLAWRAML
RAIEGPTLRHCLAAGAGL
VKRKGPTLRHWLAAWAFP
TCMEGPTLRHWLAARAEG
WFMEGPTLRHWLAARAYR
ADIEGPTLRHWLAARALV
WVMEGPTLRHWLAARASL
PPGDGPTLRHWLAARARM
DFMEGPTLRQRVDARAHY

RWIEGPTQRQWLAARAYF
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

103)
104)
105)
106)
107)
108)
109)
110)
111)
112)
113)
114)
115)
116)
117)
118)
119)
120)
121)
122)
123)
124)
125)

126)
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IRMEGPTLRHWLASRAEI
YYLEGPTLRHWLAARAYL
GVIEGPTLRHWLAARAAQ
GAMEGPTLRCWLAASDEK
SVIDGPTLRQRLAARARY
GGIERPTLRHCLAARPTS
TKMEGPTLRHWLAWRAAY
LKMEGPTLRNWLAWRAFQ
GLVEGPTLRFWLAARAAE
GLTDGPNLRHCLAARAPI
DRNKGPTLRHWLAARAHA
ASMVGPKLRHGLAAVAKK
DAIEGPTLRLWLEARRKQ
NIIKRATDREWLDARTAL
GDNEGPSPRVCLAARAVL
EFMEGPTLRHWLASRARYV
WGMEGPTLRHWLAARGKR
RWMEGPTLRHWLAERAML
LMVEGPTLRHWLAARWRM
NYIEGPTLRHWLAARAKL
TWMEGPTLRLWLMARALY
QYMEGPTLRHWLAARAAL
AWMEGPTLRHWLAARAAY

KQFEGPPMRRSLAGVNTP
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

(SEQ ID NO:

127)
128)
129)
130)
131)
132)
133)
134)

135)

136)
137)
138)
139)
140)
141)
142)
143)
144)
145)
146)
147)
148)
149)

150)
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ALMEGPTLRQRLAARAAQ
ARMKGTTLRQWVAARAFV
DKIEIPTVQLRRAAYACQ
YRMEGPTLRHWLAARAGV
ALMEGPTLRHWLAARALM
IWAGGPTLRHWLAARAAL
GWVDGPTLRHWLAARARM
ARMEGPTLRHWLAARAKM
ESMEGASQRHCMAARAGG
MPVDGPVLRTWHAAQAIE
LEHNRPLTNPIPKPRTPIRP
TTMEDPTLRHWLATGAPT
HPIEGPTLRLWLAARARA
FPMEGTTLRHWLAARVQM
RGMNGPTLRHWLEESAKD
DQMEGSMVHQWLARHVWG
RNMEGPTLRHWLAARATY
DGMEGPTLRLWMAARAGE
ASMYGPTVSQRLAARTRG
PMMEGPTLRHWLAARALR
WPMEGPTLRHWLAARAAR
VQMEGPTLRHWLAGRAPN
HGIEGPTHRQWLAARADI

GMMEGPTLRHWLAARAML
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

151)
152)
153)
154)
155)
156)
157)
158)
159)
160)
161)
162)
163)
164)
165)
166)
167)
168)
169)
170)
171)
172)
173)
174)
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HDMEGPTLRHWLALRATG
DNMERTRRRHSLAAHFML
RNMEGPTLRHWLAARADR
WKFEGFTLRQWLTARAFG
RGMEGPTLRQRLVERAQM
DVMEGTTLRQWLACRALM
RKMERATLRQWLTARANM
GTKEGPTLRQWPAARANE
CAIEGPTLRHWLAARAAT
LTMEGPTLRHWLRARAYA
MTMEGPTLRQWFAARADT
SPMEGPTLRHSAAGRPWG
VHMEDPTLRHGNAARAAE
YPMEGPTLRHWLAARARH
GKTQGPKQLKWQVGSSLP
GEMEGPTLLHWRAARAMOQ
INMEGPTLRLWLAARAAA
FRIEGPTLRNWLAARAAK
GRMEGPTLRHWLAARAHP
VLIQGHTVRNCMVARVDA
DWIEGPTLRHWLAARALY
SWTEGPTLRHWLAARARN
RELEGPTLRLWLVERARM

VSMEGPTLRNWLAARARM
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

175)
176)
177)
178)
179)
180)
181)
182)
183)
184)
185)
186)
187)
188)
189)
190)
191)
192)
193)
194)
195)
196)
197)

198)
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TTMEGPTLRHWLATRAVD
AKLEGPTLRLWLAERAGR
ARMEGPTLRHWLAARARY
NIMDGPALRHWLPARAIQ
NMIGGPTLGHRLADPAIQ
VWMEGATLRQWLAARALI
RVMEGPTLLQRLAARARS
QPMDEPARRQWLSARAGL
AWTEGPTLRHWLAARGRS
ATMEGPTLRHWLAARAAL
GRMEGPTLRHWLAARALF
ENMQGRTLRHWLAARDYF
KGVEGPTLRLWLAARALM
VEMEGPTLRHWLAARASYV
AFIEGPTLKNWLAARAIM
TVMEGPTLRHWLAARSRS
AHMEGPTLRHWLATRAKM
KDIEGPTLRHWLAARANY
RIHDGRKLRQWLTVRDTM
KPIEGPTLKLWLAERMAA
AKDVGTRLRQWLAAGARA
QSQEGPTLRLWLAERAKW
MYTEGATLRQWLAARARI

PKMEGPTRRTRLADRSTS
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

(SEQ ID NO:

199)
200)
201)
202)
203)
204)
205)
206)
207)
208)
209)
210)
211)
212)
213)
214)
215)
216)
217)
218)
219)
220)
221)

222)
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NVMEGPTLRHWLAYRARM
TWMEGPTLRHWLAARALG
LTMEGPTLRHWLAARATR
YTMEGPTLRHWLAARALH
NEMEGATLRQWLAARAKW
FSKEGATLRQWLAARALD
SNGVCRTLRQWLAARAEE
KGMEGPTLRNWLAERAML
QDMVGPTLRHWLAARARL
YSHEGPTLRHWLAARALL
GVIEGPTLR'HWLAARMKV
MHMEGPTLRHWLATRALI
CRSEGPTLRCWLAARAGY
MCIEGPTLRQWQVCRVGL
CRVEGPSQRQCLAARACW
CTMEGPTLRHWLAARACI
CQVDGPTVRHCRAARAGL
CDMAGATLRQWLACRSGT
ICTEGCTLRLWLAERSRYV

CGMEGPALRQWLACRAVD

EX—KHmpF > R rdieddh FXRES - #HK
FREFEERABEEE -
QGCSSGGPTLREWQQCVRMQHS
QGCSSGGPTLREWQQCRRAQHS
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

223)
224)
225)
226)
227)
228)
229)
230)
231)
232)
233)
234)
235)
236)
237)
238)
239)
240)
241)

242)

(SEQ ID NO: 243) ;
(SEQ ID NO: 244) ;

(8
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QGCSSGGPTLREWQQCVRAQHS (SEQ ID NO: 245) ;

IEGQSWEFENDRVPAHSLERVLLLRRVPTEPSGPSICAQI

EGPTFKQWQECINGHS (SEQ ID NO: 246) ;
IEGPTFKQWQKCRNMHS (SEQ ID NO: 247) ;
IEGPTFKQWQKLRRVHS (SEQ ID NO: 248) ;

IEGEPVSDGKRRPRVHSLERVDAVHAKVGPSICAQIEGP
TFKQWQKCKRAHS (SEQ ID NO: 249) ;

IEGRWPPPQFPVTQQHSLERVGRPPPSVELPRPTFVCAQI

EGPTFKQWQRCLREHS (SEQ ID NO: 250) ;
IEGPTFKQWQRWRLLHS (SEQ ID NO: 251) ;
IEGPTFKQWQAWRKKHS (SEQ ID NO: 252) ;
IEGPTFKQWQRWRKMHS (SEQ ID NO: 253) ;

IEGRWPPPQFPVTEHHSLERVGRRPPNAQMPQSIFICGQ
NEGPTFQYCQRCLREHS (SEQ ID NO: 254) ;

IEGWWWQFYFHAKEDHS (SEQ ID NO: 255);
PSICAQIEGPTFKQWQTCMRAHS (SEQ ID NO: 256) ;

IEGYVGGPYEQTNSLERVPPTLAWKYGPRTPSICAQIEGP

TFKQWQQCLSDHS (SEQ ID NO: 257) ;
IEGPTFKQWQGRSKRHS (SEQ ID NO: 258) ;
IEGWPWQLYVHPEGEHS (SEQ ID NO: 259) ;
IEGWWWQLYFHAKDDHS (SEQ ID NO: 260) ;
IEGPTFKQWQKLRRSHS (SEQ ID NO: 261) ;
IEGWWWQFYFHPKEDHS (SEQ ID NO: 262) ;
IEGPTFKQWQKSRTKHS (SEQ ID NO: 263) ;

8

121612.doc -35-



1360552

IEGWTWQFYVHPKGDHS (SEQ ID NO: 264) ;
IEGPTFKQWQAARMHHS (SEQ ID NO: 265) ;
IEGPTFKQWQACLHSHS (SEQ ID NO: 266) ;
IEGWSWQFYAHPQGDHS (SEQ ID NO: 267) ;
IEGPSFTPWFHERRSHS (SEQ ID NO: 268) ;
IEGPTFKQWQWLRRHHS (SEQ ID NO: 269) ;
IEGWWWQFYVHAKGDHS (SEQ ID NO: 270) ;
IEGPTFKQWQVWRNRHS (SEQ ID NO: 271) ;
’ IEGQSWLRRLHWKEEHS (SEQ ID NO: 272) ;

IEGWPWQFYALSRESGTSPSSAARTSSYLRSCAQIEGPTF

KQWQICKDQHS (SEQ ID NO: 273) ;
IEGPTFKQWQKWRKTHS (SEQ ID NO: 274) ;
IEGPTFKQWQYWRAKHS (SEQ ID NO: 275) ;
IEGPTFKQWQVRQKTHS (SEQ ID NO: 276) ;
IEGWSWQFYFHAKGDHS (SEQ ID NO: 277) ;
IEGRTWQLYFHAKEEHS (SEQ ID NO: 278) ;

‘ IEGWSWQFYAHPQGDHS (SEQ ID NO: 279) ;
IEGWPRQLYAHAKEDHS (SEQ ID NO: 280) ;
IEGWWWQFYAHPQGDHS (SEQ ID NO: 281) ;
IEGWSWQFYAHPQGDHS (SEQ ID NO: 282) ;
IEGWSWQFYAHPQGDHS (SEQ ID NO: 283) ;

IEGHGSQKPTAARALESTSSLTTRTRTTSICAQQDMVGP
TIRQWLAARACI (SEQ ID NO: 284) ;

IEGPTFEQWQHWRRGHS (SEQ ID NO: 285) ;
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IEGWIWRQWLAARA
IEGWIWRPWLAARA
IEGYWWYASWAARA
IEGWPWQFYAHPQGDHS
IEGWVWCQWLAARA
IEGPTLHEWLRWLRQHS
IEGWVWRPWLAARA
IEGWVWCPWLAARA
IEGEALVFWWRVRGGHS
IEGWVWCPWLAARA
IEGWVWWPWLAARA

IEGWTWQFYALPRGDHS

IEGWPWQFYALSRESGTSPSSAARTSSYLRSCAQIEGPTF
KQWQICKDQHS

IEGPTLRQRLAARA
IEGWSWQFYAHPKGDHS
IEGWVWRQWLAARA
IEGRHYQKWPARRLGHS
IEGFVGTVDWRQGRPHS

IEGQEPTRLRLqMDRHS

IAQVRMLGRFTLLVLSRARAASTQLSFQHSICAQIEGGA
QTQWDAARA

IEGEIWAGPGAARA

IEGEALVFWWAARA

(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

(SEQ ID NO
(SEQ ID NO

(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

(SEQ ID NO: 305) ;

(SEQ ID NO: 306) ;

(SEQ ID NO
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287) ;
288) ;
289) ;
290) ;
291) ;
292) ;
293) ;
294) ;
295) ;
296) ;

297) ;

£ 298) ;
£ 299) ;
300) ;
301) ;
302) ;
303) ;

304) ;
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€859



1360552

&

IEGSYRERQQAARA
IEGWVWRPWLAARA
IEGWNPWRGAASRV
JEGWTRRQWLAARA
IEGWVWRPWLAARA
IEGPTFKQWQAMRRHS

IEGMVKLGVIRLLVL

IEGPTFKQWQAWRRWHS

IEVWQSHWYQAARALESTSSRLLPMRPPPSICAQIEGPT

LPQRMAARA

IEGWTWQFYAHPQGDHS

IEGPTFKQWQALRKRHS

IEGPTFKQWQKLRLGHS

IEGPTFKQWQLMGFPHS

IEGWIWRQWLMQTLWHS

IEGPTFKQWQAMRKNHS

IEGPTFKQWQKWRLSHS

IEGWQEGRQSAARA

IEGPTFKQWQRWLKYHS

IEGNYWFWQQVGQENTLSREWIQTLGQKYWYRPPSICA

QIEGWSRHQHYSAMSGHS

IEGPTFKQWQLWRLQHS

IEGPTFKQWQMLRRHHS

IEGPTFKQWQRLRKNHS
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IEGLLSQLWQAARA (SEQ ID NO: 330) ;
IEGPSLPEWLHVWRHHS (SEQ ID NO: 331) ;
IEGPTLHEWLAERRKHS (SEQ ID NO: 332) ;
IEGPTLHEWLALLRSHS (SEQ ID NO: 333) ;
IEGPTLHEWLAQRREHS (SEQ ID NO: 334) ;
IEGPTLHEWLLYRRAHS (SEQ ID NO: 335) ;
IEGPTLHEWLRQRRQHS (SEQ ID NO: 336) ;
CSSGGPTLREWQQCSRAQ (SEQ ID NO: 454) ;
CSSGGPTLREWQQCQRAQ (SEQ ID NO:455 ; &
CSSGGPTLREWQQCGRAQ (SEQ ID NO: 456) o

B —FHpP AALTPORBHR I THALAH P X
fE—# THFCER A RIEAFCHE (LB 4 2Fch F)F - Fc
B EAAXFAREADEBRFEHN P F>HFEHE US2006/
01409343 + » Z2MERII AT A HHALTF -
ABERAOEZFELLFcBRZILS F» HFcREEHRNELSH
BFCHRZALRFI(BEAERE F)ZAR - FcR KR4S F £
BERAFERFTTEHE —BRESHARAES  LEALAHE4
RNAERTFTTEHEEEK  -BEHTLAREE » 123 AFc
ZEMBELFERBRBT TRARATRAZIIF o -

B KR T AFARELLSBAFCHEAEFS T
ZHReibed o £ - BT HARBBAFCEABRAFIZR
& F - £ 5 —E#H Y EFch A8 F 5 ASEQ ID NO: 3 -
X —EH# P ZBkIEASEQ ID NO: 3xFcli A B A 5l oy
BE P A A 139Leu)$ 140(Thr) = M - B T4 A —
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REBEREEFEAFCZREEY - £ —EH P> 2 F LK
ZNRm oo wEHEBRAZL 445 &K T 2T A
BRZNRB LR BEEREAEZLALARICKRE LS HE
BB AL - FTHRERHA EREHNF F NEHEREUS
2006/0140934%x P rr i 2z £ b2 &+ A NS 4 &A% H X Fe

>F Bl THTPOE A %E G H &4 &##SEQ ID NO: 9

% SEQID NO: 243z g L B8 + 5 th Bk -

ABBHzH KIS HEEEE SSEQ ID NO: 353-422
mRZzEHNLEESY -

rtiiltto P2 E—HFLIIHAEDTREDRKERF - A7
REBEZIELHTETAEADATHEZ -5 H

B A [-CONR- ]2 & (£ 8)F 2 —R$ H £ 8 REA
B > #-CH,-B2 A F 8% 85 i 4 [-CH,-OC(O)NR-] ~ B &
B & % -~ -CH,- # # B [-CH,-S(O),NR-] & & - &
[-NHC(O)NH-]i## 4 ~ -CHy- ¥ — a2 & Atk A& &
[-C(O)NR®-» £ # RéA & s e £ 1]

Nk 3% #-NRR'£A B - -NRC(O)R#% @ - -NRC(O)OR #
M - -NRS(O),R% H - -NHC(O)NHRA ® - £ +RAR'S £
&ﬁﬁﬁi’%mﬂﬁ#%R&wiﬂ%%ﬁ;T;mﬁ
AR F ¥
A0 AAXBLTAAIZ3AEAGBRERE - KEKEA
BRitgAamapmzHgBRAAE

CR# A -COR* £ +R*ZEE B RERAA AR Z
# > B-NRR*» 2 FROARZ B/ LB A b AR AKHEK L

# % % -NH-(CBZ-NH- )& B ; % ¥ & % % -NH-
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MRz "BEEFEAIZMERTFZANE

B —REP RELESGY R YA AEBREEBEAADHE
B mABEF2ES—HFBEEDHERE - £FH-EHKT
REALLSYTHERK - £X—KEHEKF  PRTENES F R
B EA Mg EFPAEK - £F —KEHT P
AEANRKRB LA wBAHEERZE - AEFHFLEELLEY
EPPAPINA RO M EHEBEZALAPZICARE S
WA H B A

- F oW AK BHEATHBEELSRT X - &
LR BEA D EERZIEMAESLT ERES - BRBEFKAL
BREGARE)NIS > G4 FRF A2 LEMTaEES
BILZ2RERAES KR °

FREZICSCHTER LA AZTEERBDET SHA
BAHRKERTFELPABR(RLELEAGH)ZSRFEF®HARN
EREHFXBAHE BN -

NREEE WAL EFEZIEZFER BRI DRSS X
LOAMAKEZ AR RZLOMBRTFHESL - £— B #
t > % & A1 pg/kg® 100 mg/kg -

A BRRE-—FTRUBBaSY RO AEAZILLEY
PziE—F% TRE-THABEZLTEIZIRAE -

EFH—FRAT  ABFARBLBAFTAZLLLSHZER
AR A RE R BT HRIABABROSHLERBIEE
a fg o

EH—FRH T AFTARBELAABTAZIILEDZ TN
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PR A AN P A S S -]
BB EER LA LEY -
M MERFRENAEA P -
[%mﬁi]
Z B

HEB"LCL"EFILLHWEBRZFIIZINRG XCKR® T X
FE-FXBELTORA R AR  TX LEHeEA
AR RBETFHLSHZEFHR -

HERNIB"SAEHLERR/AEMERSE - R F
MBREBEEREXE DL RMREAT ARG H
F o B TATMHMENRBROEFBURENLETEESD "R EAY
(2B > 4 £ B &4 % 4,289,8723% > » 1981498 158 4
% Denkenwalter % A ; % 5,229,490% - » 19934 75 208
%8 ¥ Tam ; Frechet% A 2 WO 93/21259 » # 1993 % 10 A 28
BAM): BYE  BERSA , st KItLA W RF8HE S EMH
BKEBESCZEMTMRAIESEAREZEGET ~ KK - HN &
ATFTXF&—F k-

HEB"RAFC"H R OS B RERB LN FTIFRESE
CRBZARINSTFTRAY  REZERASBREK - £
— BT  RAFCZ R L AKEORAABRRRELT A
ABAKBOTZIE—F  BAFCATHEBEHA(F T4
) L EHE LA FzabmBEER_RBRE R
BHAXZLENRSZK - REHM wIgG - IgA -~ IgE) R & #
(#] 4 1gG1 ~ 1gG2 ~ 1gG3 ~ IgAl ~ 1gGA2)@m & > B 4 Fcéi
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FzERRERN 2L FREAEIHEBAIBEZIER
BN - BAFcz — K4 AdlgGz ANEaBELMEFEZ
Sk — % B - Ellison% A (1982), Nucleic Acids Res.
10: 4071-9° Ww A X P A ERA > HE"RALF"AHAER - =
LRBARSZRBAE A ZEH

#E"FcY BER"GIEARAFcEHERENLERBHAR
BFRnz & 6885 FRAEZN -BBEFFEWO
97/34631(M 199749 A 258 2 M )& WO 96/32478% i #] =
MFC2 ERBURAHKTBZRAIHAR > AH LU AGY
FRABAN - £ —REEKFT > WE"FcEER"C28FARR
A FcARIZ R FRAET - £ —BEH T RAFc& ST
BRZAEL RGN BERERBFERABTAZRES S T
PR E 2z EBEMRAEDFNE B WWE"FcEAR"QL S
2 RSB ERTFRATELEZIRAEFMBRAELY
>FRAEF (DB FREER QQEMEZFZIE I @B R
BE CQ)EMEZZBE I @B PEARAANRBETHS » (4)
mAIL  G)AEAEBBEZAER  (O)BEMH BT R NS ZFC
SHRES (MAEFEZEZHFRZHAZIRATAFRIA KR
BaEsS @)V BEKBesH(ADCC) - Fc# ER AT
X ¥ #—FHFHE -

i E"FcR"a o LXAREAEAZL R AEFCRFc® B8R 4 F
BE P o B Fc# B R B A Fcs #E"Felh "L #E 2 &
BRE2RBEAZLF  £RhaxE¥ERLBALCRSERLS
XEAE - BpHIMET A—FHRH T » FcRKFCETE S
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MDK THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFN

WYVDGVEVHNAK TKPREEQYNSTYRVVSVLTVLHQDWLNGKEYK CK VSNKALPA
PIEK TISK AKGQPREPQVYTLPPSRDELTKNQVSLTCL VK GFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLS
PGK (SEQ ID NO: 3).

AR —Fwmpl P RBIgA - IgMRIgGE A 2 A FcE
o H 4 45w M BR A B A 5 (SEQ ID NO: 3442 352) 7 A # K
#0

o e A NFcAR RO ASFeRhz 4 F 0 WE"SRAE"HELR
AREXRBEALLE  FLEHESILBERAELREE
RS SEREN S TF - IgGrFREBR-FR S
IgM# AR 2 R - gD R =8 88 5 AIgAR R ER - =%
BB R - PR B TRESAAFcIRAIZGRX
FORAMBERIRABEZIRAFAH A (R TXAZL)M
o o

o JE A MFck R L S Fehz 4 F 0 WB"—RB"H%HHE L
FRBEALBERELBEHF LS SFT RS T -

WE"MTA"R"TAD " OERTFERAMBFILA S
o B METAERLRAHL (DA HEFTRERE D > 4
o iAW ARNZEREBREAAEAZIMOIB S (D)EH
& X R BEAE R Bl RILLWEBEE FREER
RALBLRAEAREH TR ETRABAIB —REB S 3)— &

2R AR LEIFERARELE E B (NK % & -NRR, »
NRC(O)R; + -NRC(O)OR; + -NRS(0O),R; + -NHC(O)NHR -
ToBEEADRERRIXAERRZI T AHA-NH-E
#o HAPREARAEBRAREA G TXAELE S S)CRB &
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-C(O)R, &% -NR3R, E # > £ ¥ R, » Rz R Ryth o T X A7 &
£ RO)VENBEABESR L AR AMEZEZ A R KK
BRERRBZABNREAMEHzILsd - STEHAETXTF &
— % i e

#ERR"MA I H2Z80 B R AR IS F - 2240 R A B

ZHF 3220 ABZI S TROZEISEHRAZ K E N
FoRpmET o BHAEBARSMNISE R EHNT0E - F$

ol

W65 ~ R % MH60ME -~ K 5 HS55@ - R FRN50M8 - R 0
4548 ~ R % 74048 ~ & % #3548 - R % A 308 - R % »2S
8 ~ R % n20ME B ABAR/RF SENI5@ AR KNG
R ERAXT - BIAMKT o RAXPHRAEAIIAZS
P2 HE-—FHAELE BAKREMBoERARIALE)
FoaEAE AR T RRAASFEERRBREMY K
EA  c RAEDALE K A8t dmENATRAL
) o BT HRARAXFPHARB/BZIILESEDZI"EHEFTHL"F
S B REBEAFMpIE LSRN ZILAY -

AR IERAS  HEEALAE R SERAE T (H
o BEBBERIEFEB)IRRAREALAZIS FF X — &
PEAALCRAEAZRREALAZI D FIRAMERERARZIEARA
B R E®RWYF T °Jﬁﬁ’\§;¥nsdﬂti‘z’”~§dz{@~rr¢7}‘/{: Er
HEER - - ABBRABALIR BERIZIR  EANBEFZH
i - RNA-BK # 8 - b 2 HE - b2 R - Za &%
S UER K |

WEB"EEZFH"EFEMADWEELCHATEAIBEEREE S
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BBl B - hlafit# ~-BEESTE)RERBAL(H &
BE - BBEEAAAE)ZIFTH  Bb ZEZZITHKES
W FTXAEZEZRBARIBEBEBERREAERK -

HE"ESER"A"RAK"HEREFARMNEIZIEE T
HEARZEAE (W oTPOREZ A EFHGK - b F
g ()R B BAMEIEEHIRAR
MBEOFRARRIBEBEEBAAM EIZIEES T X FMHGAK - — &
HELBAHRTERESR  LEXBRTZIEHE—FREFTAR
BB TIEAFAURAKREEZELRARNNAE T E RSB
XK RERTHEEREGTRALRBZ & HE N
ZEBRFRHES RN R EFaIRABZ A FMS B

FTRRA"TRKEBRD"R"BENKR" -

# 3% "TPOAL # BK "& "TMP" & 4 7T 4 # 20004 54 48 2
Mz BBEYHEEWO 00/24770 R £ B & #] % 6,835,809%% (4
R AT XM AN)RRAELAFATPOR B XA F
TR B MR RFE XK - —FHE BRI H

R HREXBRFIBE—FREZFAEIEBABAILIZ
BAURRKREEZEZERARNDPETEERAB T ARG B -

WMBAEZSLLETREZX LB "GO0 00 HEERARE

ZLETHZZIENSE - —LHBITHA LHRB Z4ALT
BE; ARGty HoBHRBARALHD MBS LR
BB, BERE RLEB RERER

#E"WSP"Hh i KRKEMRESY > EBEHAREEZK -
égiﬁ%mA%ﬁﬁﬂﬁ‘(ﬁhiﬁ%&W%%w
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#E"PEG"# I R L —8 > Ao AXTPHMER ERE
ETFTXHaptizitdH N -

W AXFPHAABETRAZIEABMER » BIEAIREDIH
SRR TFIHEETLE FA"ARBLRAR"EF XL AE
CRAERARB T2 2 HERARSTFTITRAAZLE —HH
%%%ﬁw%% — & mET > KBLERREB L E R
BrRARAEBZEY Sl NBEBREANPRMNHKRZH
B YEH S

‘. "EMAB"GEBEELEABRLEADBBEZRAN - ARILES Y
KB — bz ARBEREN S HZIARRESAEY
HNE—BBREILAAFAGTLEBEZILSGHZE
it ¥ & H

AXREEACC-MplZ R ELS B LD HAHHBERROE
BpEib)z — b a4 0 Fc-MplS B A NS RRM & IR
2R F(TPO)z F ey MR8 - -Bt ZELRLESHESR
$2 AR A R - TR B S A MO B P R B B S bR A

'. AR RIZREBaBEARZTERE  THRAEIKXTERARNRE
BE S f /AR AT BE AR A AR -

bbb haslEHUALCEEY —BAENKRKCRKm R
BRE B ZBNB(FHFFCE)H S RRXKREAAE N — & % 8
WA ZHREN %%A%¢zﬁﬁ&E&%Aﬁﬁ > AR -
BRK o F ¥ 18 & 3 2 WSP o

E-BHRT REABERARESH £ 84K A
7| z ¥ #
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KT [(X)a-(F)e-(X?)p]-(L')e-WSPy
AEL S HRB LT
F'agi e
X' 1% %5 3 b i B
P'-(L?).-
P2-(L3)-P'-(L?).-
P’-(L*)g-P?-(L)¢-P'-(L?)e- &
P4-(L5)h-P3-(L4)g-P2-(L3)f-P1’-(L2)e-
“ X 14 15 3 3b iR A
-(L?)e-P' >
-(L%)e-P'-(L%)s-P* »
~(L?)e-P'-(L?)-P?-(LYe-P° » &
-(L?)e-P'-(L’)¢-P?-(L%),-P?-(L%)5-P*
£ ¢P PP PRPLABLNAEESTRHKRZIA

L' L L’ L'RL’S e B b B2 8 F ;
“ a-brcrdre~frgRhE BB LBLBHOXKIL ;
zBH0-~1~2% 8 K B
WSPAHAKBEMRESY  EMBHGLF ¥ EMREM
Pz BE
EASBEFARES  FLES W EARRIAEAD I K
ZHM AR TY B4 HAHERE BAEF KK
¥ Ziteh A KRR -
A2 ATREL IS4 R8Pz E&E
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KIL: [X'-(F'),]-(L")-WSPy
APF AFcH B AX' 2CRM A AEME - — 8K
5 EWSPHRBE LB B FL BFchit - 24 LEH#HZ
oA —BERFUASTRBAAVXNABL LS —BHPURZR
BaBARH -
ABRARR/EKXIMEA Y La4 KT AIZLEH
K I [(F'),-X*]-(L").-WSP,
EPF AFcB B AX2NARREHE > %@ — 4 X
* ;smwspz‘i'ﬁ;—-;ugdasé&%vﬁwcﬁsz& - R EF &
Rz ERBR_FR -
AEATRB/BAIMCESGY  RaesXNIVFAIXEH
KIV ¢ [(F'),-(L)e-P']-(L")c-WSPy
A PF' BFcm B A-(LY-P'2 Nk g4 > %M@ —
BXSEWSPRE LG G2 FLAFcR @ - FTRHER
FhHBzit oMz S RBA-RHE - |
| ABRE-—FSRBEIAMCEY > RAASKAVE Ao 284
“ KV [(F).-(LYe-P'-(L7)e-P*]-(L")-WSPy
A FPF' AFcs B &£-L'-P-L2-P’2 N g2 % B X%
18 ~ —-ﬂaér‘czﬁwspz‘ﬁ,%%.@:éﬁ&%L‘;@Fcﬁé% ° IF
RUEBEAHREHRZELEL DS RRAEA_FH -
AX BB LAz SY £ PP R/KPAHE L E
BAXT RI-6R R8F 24— % ¢ /7 5 = TPOR # Y - £
—KEHF P R/IXRPEA R BRABKF I
XRPHERZHEPEFEGELTEAREM(Y-Y)HE A
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W ABBABEY - Y 4B IHE B LB

(R asd)zds £FY-Yasnoss# UARUL

YiYsott#ziz—plasEmurisk Y-YRE

MBEELBLEEL208 R A AL I BRABOBAR > &
# 4o

N

A FRAREAZEABZHEALLSY A F LT
BlF > HEBEEMEENSIELAE - R AT Y B
Cys ~ Leu ~ Met »~ Pro ~ Gln ~ Vals X, ; Y% % Phe - Lys ~
Leu ~ Asn ~ Gln ~ Arg ~ Ser ~ Thr ~ Val#% X, ; Y’ % Cys -
Phe ~ Ile ~ Leu ~ Met ~ Arg ~ Ser~ Val ~ Trp& X3 Y'5 &
f Rz A 8 5 Y % Ala~ Asp ~ Glu ~ Gly ~ Lys ~ Met ~ Gln ~
Arg ~ Ser ~ Thr ~ Val ~ Tyr& X5 ; Y°% Cys ~ Phe ~ Gly -
Leﬁ ~ Met ~ Ser ~ Val ~ Trp~ Tyr% X¢: B Y’ % Cys ~ Gly ~
Ile ~ Lys ~ Leu ~ Met ~ Asn ~ Arg » Val® X;° X;-X; kR E @
BREAHEIHE A0 R AR AL T BRAM Y BEAR A
Mo ABFHBEX-X B LEA LAY Sl
wA - FRREEZBRABZHOLLY  EFREY-
Y RN EEX-X, R Y'HENX, ) Y8 EMNX,
Y ¥ #Xprfzﬂngﬂﬁ%va%%%Xw
AY'ASAREFREX LGN X, TALAKZF T L
ZEMEABRRFRARAELE ZBRAR -

E—FHRB Y PLAUTEKXLH

U'-Y!'(Cys ~ Leu ~ Met ~ Pro ~ Gln -~ Val& X,)-Y?*(Phe -
Lys ~ Leu ~ Asn ~ Gln -~ Arg ~ Ser ~ Thr -~ Val &% X3;)-

Y?(Cys ~ Phe ~ Ile ~ Leu ~ Met ~ Arg ~ Ser ~ Val » Trp& X;)-
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Y*-Y’(Ala ~ Asp » Glu ~ Gly ~ Lys ~ Met ~ Gln ~ Arg -~
Ser ~ Thr ~ Val » Tyr & Xs5)-Y®(Cys + Phe ~ Gly ~ Leu -
Met ~ Ser ~ Val ~ Trp ~ Tyr& X¢)-Y'(Cys ~ Gly ~ Ile ~ Lys »
Leu ~ Met ~ Asn ~ Arg ~ Val & X7)-U2 J

EFPY -YARY-Y'+ 220 —%48E7»H8EX-X;RX;s-
X7

£ FU KU B 42147 B £ 8 K Bk

£+ EY'R2A:%®B &Cys~ Leu~ Met~ Pro~ Glnk Vala
mZEBYBEASES > X, %48 H & Ala~ Asp ~ Glu ~ Phe -~
Gly ~ His ~ Ile ~ Lys ~ Asn ~ Arg » Ser ~ Thr ~ Trp & Tyréa
R Z B

£ ¢ %Y R 2AiEA & Phe~ Lys~ Leu~ Asn~ Gln + Arg -
Ser~ ThrAR Valéa i 2 B ey K B oF > Al X, %4 8 A & Ala -
Cys »~ Asp » Glu ~ Gly » His ~ Ile ~ Met ~ Pro ~» Trp & Tyr&a
oz B

£+ YR AHE B & Cys - Phe~ Ile ~ Leu ~ Met ~ Arg ~
Ser~ ValR Trp# s Z B 6 B A B vF » R X514 8 B & Ala ~
Asp ~ Glu ~ Gly ~ His ~ Lys ~ Asn > Pro~» Gln~» Thr X Tyréa
Az B

AEY'AiEmmhe

2 $ &Y' R BEH b Ala~ Asp~ Glu~ Gly ~ Lys ~ Met »
Gln » Ar.g ~ Ser ~ Thr ~ Val & Tyr# s X B &) B X 8 % - R
Xs4% i B & Cys ~ Phe » His ~ Ile ~ Leu ~ Asn -~ Pro& Trp#a

oA -
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# 4+ &Y°R A EH & Cys~ Phe~ Gly ~ Leu ~ Met ~ Ser
Val » Trp A Tyra sl Z B &Y B A B 7 > R X4 i A & Ala »
Asp ~ Glu ~ His ~ Ile ~ Lys ~ Asn » Pro »~ Gln ~ Arg X Thréa
R Z A R

AP Y RA#B:%E A &Cys- Gly - Ile~ Lys ~ Leu ~ Met »
Asn ~ ArgR Valéaa iR 2 B o) Be K Bk 0% » A X,14 38 A & Ala
Asp ~ Glu ~ Phe ~ His ~ Pro ~ Gln ~ Ser ~ Thr ~ Trp & Tyré
&R Z B

AEARS LIRS ZES -

AR -BHT ABUAEELALH APY Y+ 22
YREIANHEAX - X P2 AmE S Y- Y Y2 ED =S
FIHBEAX-X, P 2=F Y'Y P22 bwmE o R E
Xﬁ&?zm%;YUW¢ZE&£%%H#@%XHG*
ZH2Z Y YYZELANEIHNHEAX-XoF 2 X #
BEY'"'Y¢ 2 —F 55 #HENX-XoP 2 — % -
E-FTRG YT AFHAAEANIFAIZIEHRZIILS
o B Y ELVakbAl-

ER—FRBF ABERHEEAITHIZIEHRZILS
M o £db-crd-e~f-ghhBo-

B —FwmpBlF o AEHOLEAmPIZT B E S 2 LA
Yo ZitbhAALALaXIAFEHBEKR -
EA—FRH T AFROEXITHAIIZEH 2L
W R '

F'HFcl » S FcCRBHEHUNBEREBEFTLLEY — @
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Xt BrwgEy
-(L®)-P*-(L7); »
-(L®);-P°-(L7);-P°-(L®)y -
-(L%)i-P°-(L7);-P°-(L)-P"- (L)1 &
-(L%)i-P*-(L7);-P-(L*)-P7-(L*)1-P*- (L") 5
PP P P RP R a1 B 8622 ZHKS AT
LU~ L L’RL"4 a B8 8 F
i~j~k~1Am& BB LAOR]; B
zH1~2HE K -

ARB OB LE S M2 oY L Pakbs B B0
AXTHEABABZZFEREFT RS S £ 5 AR
AT BEEEAAN0BAAE L 2 BAR KL A Rk
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B — XS BEYABHBALHBU AU Bt U'R/RUT

B EH#REE -
FTXBTBEALHBIFTHILSY - N L EKRALER

BE-rFHEBRABEE AT
QGCSSGGPTQREWLQCRRMQHS (SEQ ID NO: 8)
QGCSSGGPTLREWQQCRRMQHS (SEQ ID NO: 9)
QGCSWGGPTLKIWLQCVRAKHS (SEQ ID NO: 10)
QGCSWGGPTLKNWLQCVRAKHS (SEQ ID NO: 11)

’ QGCSWGGPTLKLWLQCVRAKHS (SEQ ID NO: 12)

QGCSWGGPTLKHWLQCVRAKHS (SEQ ID NO: 13)

QGGCRSGPTNREWLACREVQHS (SEQ ID NO: 14)
QGTCEQGPTLRQWPLCRQGRHS (SEQ ID NO: 15)
QGTCEQGPTLRLWLLCRQGRHS (SEQ ID NO: 16)
QGTCEQGPTLRIWLLCRQGRHS (SEQ ID NO: 17)

TXRBEOAALA-—RSBEEKEEZFEWM L4 TR
Y HPKREREFHFEREABREET -

“ Fc-QGCSSGGPTQREWLQCRRMQHS (SEQ. ID NO: 18)
Fc-QGCSSGGPTLREWQQCRRMQHS (SEQ. ID NO: 19)
Fc-QGCSWGGPTLKIWLQCVRAKHS (SEQ ID NO: 20)
Fc-QGCSWGGPTLKNWLQCVRAKHS (SEQ ID NO: 21)
Fc-QGCSWGGPTLKLWLQCVRAKHS (SEQ ID NO: 22)
QGCSWGGPTLKIWLQCVRAKHS-Fc (SEQ ID NO: 23)
Fc,-QGGCRSGPTNREWLACREVQHS (SEQ ID NO: 24)

Fc,-QGCSWGGPTLKLWLQCVRAKHS (SEQ ID NO: 25)
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QGTCEQGPTLRQWPLCRQGRHS-Fc
Fc-QGTCEQGPTLRQWPLCRQGRHS

ETLY*‘QWL
HTLY‘QWL
KTLY‘QWL
GTGY*'QWL
PTLY*‘IWL
PTLY*LWL
PTLY*EWF
PTLY*HWL
PILY*EWL
KTLY*EWL
PTLY‘LWL
PMLY*EWL
PTLY*NWL
PPLY*EWL
PTQY'EWQ
PTLY‘EWS
PTYY*‘EWL
PTAY'QWL
PCLY*‘QWL
PTLY*FWL
PTGY*QWL

PTLY*HWL

121612.doc
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)
41)
42)
43)
44)
45)
46)
47)
48)
49)

£58)
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PILY*IWL
PTLY*‘LWL
PMLY‘QWL
PTLY*NWL
PTPY*'QWL
PTLY‘QWQ
PTLY*QWS
PTTY‘QWT
PTLY*WWL
PTYY*'QWL
PTLY*EWF
GTLY'EWL
PTLY*HWL
PILY‘EWL
PTLY‘LWL
PTQY*EWL
PTLY*EWS
PTLY*FWF
GTLY*‘QWL
PTLY*IWL
PTLY‘LWL
PTLY*NWL
PTLY‘QWP

PTLY*‘WWL

121612.doc
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

50)
51)
52)
53)
54)
55)
56)
57)
58)
59)
60)
61)
62)
63)
64)
65)
66)
67)
68)
69)
70)
71)
72)

73)
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PTYY*‘QWL

FXxXREALB THRILSY - HPNKERAEFEBRAR

KDTEVTAPRLWMVASVDE
REMEGPTMRQWLAYRAVL
CQNAGPTLRCWLAGRAYM
CEREGPTLRCWLATREGS
WRIEGPTLRHWLAARAWD
’ ANMEGPTLRHWLAMRARV
LDMEGPTLRHWLAARANG
WRMEGPTLRHWLAARAWG
WAMEGPTLRHWLAARAVL
KSMEGPSLRQWLAARAQL
TKIEGPTLRHWLAARAEL
PRIEGPTLRLWLVTRALS
IYMEGPTLRHWLANRAAK
. WPIEGATLRQWLKIRAGY
RNMEGPTLRNWLAARAQH
NGIEGPTLRLWLSERAKK
MWMEGPTLRHWLEARARY
YGIDGPTLRHWLAARARY
RIIDGQTLRHWLAAGADP
NGRDGPTVRHRLAGRAQK
THIEGPTLRIWLASRAKA
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(SEQ ID NO: 74)

(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

75) s
76) ;
77) ;
78) ;
79) ;

80) ;

81) ;
82) ;
83) ;
84) ;
85) ;
86)
87) ;
88) ;
89) ;
90)
91) ;
92) ;
93) ;
94) ;
95) ;
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KGMEGPTLRHWLAARAHL
QRIEGPTLRHWLAARASH
KDTEVTAPRLWMVASVDE
ENMEGPTLRHWLAARAHE
SWMEGPTLRHWLMNRATY
SMMEGPTLRHWLAARAKD
QGIEGPTLRLWLAARTHP
YMMEGPTLRHWLATRAGR
GNMEGPTLRHWLAANERD
NRMEGPTLRHWLAERAGS
NMMEGPTLRHWLAARVAA
SPIEGPTLRQQLCARAVK
VQMEGTTLRQWLAERALD
KRKDGHRPRQWLAPLACK
EMMEGPTLRHWLAARAEK
NMIEGPTLRHWLAERASQ
KLMEGPTLRHWLAYRAGL
YMMEGPTLRHWLAARALV
GNMEGPTLRHWLAARALL
WMMEGPTLRHWLAARARY
TDRGGYTLRQWLAARAVL
SAIEGPTLRHWLAWRAML
RAIEGPTLRHCLAAGAGL

VKRKGPTLRHWLAAWAFP
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

96) ;

97) ;

98) ;

99) ;

100) ;
101) ;
102) ;
103) ;
104) ;
105) ;
106) ;
107) ;
108) ;
109) ;
110) ;
111) ;
112) ;
113) ;
114) ;
115) ;
116) ;
117) ;
118) ;

119) ;
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TCMEGPTLRHWLAARAEG
WFMEGPTLRHWLAARAYR
ADIEGPTLRHWLAARALV
WVMEGPTLRHWLAARASL
PPGDGPTLRHWLAARARM
DFMEGPTLRQRVDARAHY
RWIEGPTQRQWLAARAYF
IRMEGPTLRHWLASRAEI
YYLEGPTLRHWLAARAYL
GVIEGPTLRHWLAARAAQ
GAMEGPTLRCWLAASDEK
SVIDGPTLRQRLAARARY
GGIERPTLRHCLAARPTS
TKMEGPTLRHWLAWRAAY
LKMEGPTLRNWLAWRAFQ
GLVEGPTLRFWLAARAAE
GLTDGPNLRHCLAARAPI
DRNKGPTLRHWLAARAHA
ASMVGPKLRHGLAAVAKK
DAIEGPTLRLWLEARRKQ
NIIKRATDREWLDARTAL
GDNEGPSPRVCLAARAVL
EFMEGPTLRHWLASRARYV

WGMEGPTLRHWLAARGKR
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

(SEQ ID NO:

120) ;
121) ;
122) ;
123) ;
124) ;
125) ;
126) ;
127) ;
128) ;
129) ;
130) ;
131) ;
132) ;
133) ;
134) ;
135) ;
136) ;
137) ;
138) ;
139) ;
140) ;
141) ;
142) ;

143) ;
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RWMEGPTLRHWLAERAML
LMVEGPTLRHWLAARWRM
NYIEGPTLRHWLAARAKL
TWMEGPTLRLWLMARALY
QYMEGPTLRHWLAARAAL
AWMEGPTLRHWLAARAAY
KQFEGPPMRRSLAGVNTP
ALMEGPTLRQRLAARAAQ
ARMKGTTLRQWVAARAFV
DKIEIPTVQLRRAAYACQ
YRMEGPTLRHWLAARAGV
ALMEGPTLRHWLAARALM
IWAGGPTLRHWLAARAAL
GWVDGPTLRHWLAARARM
ARMEGPTLRHWLAARAKM
ESMEGASQRHCMAARAGG
MPVDGPVLRTWHAAQAIE
LEHNRPLTNPIPKPRTPIRP
TTMEDPTLRHWLATGAPT
HPIEGPTLRLWLAARARA
FPMEGTTLRHWLAARVQM
RGMNGPTLRHWLEESAKD
DQMEGSMVHQWLARHVWG

RNMEGPTLRHWLAARATY
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

144) ;
145) ;
146) ;
147) ;
148) ;
149) ;
150) ;
151) ;
152) ;
153) ;
154) ;
155) ;
156) ;
157) ;
158) ;
159) ;
160) ;
161) ;
162) ;
163) ;
164) ;
165) ;
166) ;
167) ;
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DGMEGPTLRLWMAARAGE
ASMYGPTVSQRLAARTRG
PMMEGPTLRHWLAARALR
WPMEGPTLRHWLAARAAR
VQMEGPTLRHWLAGRAPN
HGIEGPTHRQWLAARADI
GMMEGPTLRHWLAARAML
HDMEGPTLRHWLALRATG
DNMERTRRRHSLAAHFML
RNMEGPTLRHWLAARADR
WKFEGFTLRQWLTARAFG
RGMEGPTLRQRLVERAQM
DVMEGTTLRQWLACRALM
RKMERATLRQWLTARANM
GTKEGPTLRQWPAARANE
CAIEGPTLRHWLAARAAT
LTMEGPTLRHWLRARAYA
MTMEGPTLRQWFAARADT
SPMEGPTLRHSAAGRPWG
VHMEDPTLRHGNAARAAE
YPMEGPTLRHWLAARARH
GKTQGPKQLKWQVGSSLP
GEMEGPTLLHWRAARAMQ
INMEGPTLRLWLAARAAA
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

168) ;
169) ;
170) ;
171) ;

172) ;

173) ;

174) ;
175) ;
176) ;
177) ;
178) ;
179) ;
180) ;
181) ;
182) ;
183) ;
184) ;
185) ;
186) ;
187) ;
188) ;
189) ;
190) ;
191) ;
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FRIEGPTLRNWLAARAAK
GRMEGPTLRHWLAARAHP
VLIQGHTVRNCMVARVDA
DWIEGPTLRHWLAARALY
SWTEGPTLRHWLAARARN
RELEGPTLRLWLVERARM
VSMEGPTLRNWLAARARM
TTMEGPTLRHWLATRAVD
AKLEGPTLRLWLAERAGR
ARMEGPTLRHWLAARARY
NIMDGPALRHWLPARAIQ
NMIGGPTLGHRLADPAIQ
VWMEGATLRQWLAARALI
RVMEGPTLLQRLAARARS
QPMDEPARRQWLSARAGL
AWTEGPTLRHWLAARGRS
ATMEGPTLRHWLAARAAL
GRMEGPTLRHWLAARALF
ENMQGRTLRHWLAARDYF
KGVEGPTLRLWLAARALM
VEMEGPTLRHWLAARASV
AFIEGPTLKNWLAARAIM
TVMEGPTLRHWLAARSRS

AHMEGPTLRHWLATRAKM
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

192) ;
193) ;
194) ;
195) ;
196) ;
197) ;
198) ;
199) ;
200) ;
201) ;
202) ;
203) ;
204) ;
205) ;
206) ;
207) ;
208) ;
209) ;
210) ;
211) ;
212) ;
213) ;
214) ;

215) ;
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KDIEGPTLRHWLAARANY
RIHDGRKLRQWLTVRDTM
KPIEGPTLKLWLAERMAA
AKDVGTRLRQWLAAGARA
QSQEGPTLRLWLAERAKW
MYTEGATLRQWLAARARI
PKMEGPTRRTRLADRSTS
NVMEGPTLRHWLAYRARM
TWMEGPTLRHWLAARALG
LTMEGPTLRHWLAARATR
YTMEGPTLRHWLAARALH
NEMEGATLRQWLAARAKW
FSKEGATLRQWLAARALD
SNGVCRTLRQWLAARAEE
KGMEGPTLRNWLAERAML
QDMVGPTLRHWLAARARL
YSHEGPTLRHWLAARALL
GVIEGPTLRHWLAARMKYV
MHMEGPTLRHWLATRALLI
CRSEGPTLRCWLAARAGY
MCIEGPTLRQWQVCRVGL
CRVEGPSQRQCLAARACW
CTMEGPTLRHWLAARACI

CQVDGPTVRHCRAARAGL
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(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

(SEQ ID NO:

216) ;
217) ;
218) ;
219) ;
220) ;
221) ;
222) ;
223) ;
224) ;
225) ;
226) ;
227) ;
228) ;
229) ;
230) ;
231) ;
232) ;
233) ;
234) ;
235) ;
236) ;
237) ;
238) ;
239) ;
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CDMAGATLRQWLACRSGT (SEQ ID NO: 240) ;
ICTEGCTLRLWLAERSRV (SEQ ID NO: 241) ;
CGMEGPALRQWLACRAVD (SEQ ID NO: 242) ;

QGCSSGGPTLREWQQCVRMQHS (SEQ ID NO: 243);
QGCSSGGPTLREWQQCRRAQHS (SEQ ID NO: 244) ;
QGCSSGGPTLREWQQCVRAQHS (SEQ ID NO: 245) ;

IEGQSWEFENDRVPAHSLERVLLLRRVPTEPSGPSICAQI

EGPTFKQWQECINGHS (SEQ ID NO: 246) ;
IEGPTFKQWQKCRNMHS (SEQ ID NO: 247) ;
IEGPTFKQWQKLRRVHS (SEQ ID NO: 248) ;

IEGEPVSDGKRRPRVHSLERVDAVHAKVGPSICAQIEGP
TFKQWQKCKRAHS (SEQ ID NO: 249) ;

IEGRWPPPQFPVTQQHSLERVGRPPPSVELPRPTFVCAQI

EGPTFKQWQRCLREHS (SEQ ID NO: 250) ;
IEGPTFKQWQRWRLLHS (SEQ ID NO: 251) ;
IEGPTFKQWQAWRKKHS (SEQ ID NO: 252) ;
IEGPTFKQWQRWRKMHS (SEQ ID NO: 253) ;

IEGRWPPPQFPVTEHHSLERVGRRPPNAQMPQSIFICGQ
NEGPTFQYCQRCLREHS (SEQ ID NO: 254) ;
IEGWWWQFYFHAKEDHS (SEQ ID NO: 255) ;
PSICAQIEGPTFKQWQTCMRAHS (SEQ ID NO: 256) ;
IEGYVGGPYEQTNSLERVPPTLAWKYGPRTPSICAQIEGP
TFKQWQQCLSDHS (SEQ ID NO: 257) ;

IEGPTFKQWQGRSKRHS (SEQ ID NO: 258) ;

121612.doc - 64 -
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S

121612.doc -65-

IEGWPWQLYVHPEGEHS
IEGWWWQLYFHAKDDHS
IEGPTFKQWQKLRRSHS
IEGWWWQFYFHPKEDHS
IEGPTFKQWQKSRTKHS
IEGWTWQFYVHPKGDHS
IEGPTFKQWQAARMHHS
IEGPTFKQWQACLHSHS
IEGWSWQFYAHPQGDHS
IEGPSFTPWFHERRSHS

IEGPTFKQWQWLRRHHS

IEGWWWQFYVHAKGDHS

IEGPTFKQWQVWRNRHS

IEGQSWLRRLHWKEEHS

(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

(SEQ ID NO

259) ;
260) ;
261) ;
262) ;
263) ;
264) ;
265) .
266) ;
267) ;
268) ;
269) ;
270) ;
271) ;
1 272)

IEGWPWQFYALSRESGTSPSSAARTSSYLRSCAQIEGPTF

KQWQICKDQHS

IEGPTFKQWQKWRKTHS
IEGPTFKQWQYWRAKHS
IEGPTFKQWQVRQKTHS
IEGWSWQFYFHAKGDHS
IEGRTWQLYFHAKEEHS
IEGWSWQFYAHPQGDHS
IEGWPRQLYAHAKEDHS

IEGWWWQFYAHPQGDHS

(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

273) ;
274) ;
275) ;
276) ;
277) ;
278) ;
279) ;
280) ;

281) ;
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IEGWSWQFYAHPQGDHS
IEGWSWQFYAHPQGDHS

IEGHGSQKPTAARALESTSSLTTRTRTTSICAQQDMVGP

TIRQWLAARACI
IEGPTFEQWQHWRRGHS
IEGWIWRQWLAARA
IEGWIWRPWLAARA
IEGYWWYASWAARA

’ IEGWPWQFYAHPQGDHS
IEGWVWCQWLAARA
IEGPTLHEWLRWLRQHS
IEGWVWRPWLAARA
IEGWVWCPWLAARA
IEGEALVFWWRVRGGHS
IEGWVWCPWLAARA

IEGWVWWPWLAARA

“ IEGWTWQFYALPRGDHS

IEGWPWQFYALSRESGTSPSSAARTSSYLRSCAQIEGPTF

KQWQICKDQHS
IEGPTLRQRLAARA
IEGWSWQFYAHPKGDHS
IEGWVWRQWLAARA
IEGRHYQK WPARRLGHS

IEGFVGTVDWRQGRPHS
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(SEQ ID NO
(SEQ ID NO

(SEQ ID NO

(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

(SEQ ID NO
(SEQ ID NO

(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

(SEQ ID NO:

: 282)

: 283) ;

: 284) ;
285)
286) ;
287) ;
288) ;
289) ;
290) ;
291) ;
292) ;
293) ;
294) ;
295)
296) ;

297) ;

: 298) ;
£ 299) ;
300) ;
301) ;
302) ;

303) ;
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S

IEGQEPTRLRLqMDRHS

IAQVRMLGRFTLLVLSRARAASTQLSFQHSICAQIEGGA

QTQWDAARA
IEGEIWAGPGAARA
IEGEALVFWWAARA
IEGSYRERQQAARA
IEGWVWRPWLAARA
IEGWNPWRGAASRV
IEGWTRRQWLAARA
IEGWVWRPWLAARA
IEGPTFKQWQAMRRHS
IEGMVKLGVIRLLVL

IEGPTFKQWQAWRRWHS

IEVWQSHWYQAARALESTSSRLLPMRPPPSICAQIEGPT

LPQRMAARA
IEGWTWQFYAHPQGDHS
IEGPTFKQWQALRKRHS
IEGPTFKQWQKLRLGHS
IEGPTFKQWQLMGFPHS
IEGWIWRQWLMQTLWHS
IEGPTFKQWQAMRKNHS
IEGPTFKQWQKWRLSHS
IEGWQEGRQSAARA
IEGPTFKQWQRWLKYHS
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(SEQ ID NO

(SEQ ID NO
(SEQ ID NO
(SEQ ID NO
(SEQ ID NO
(SEQ ID NO
(SEQ ID NO
(SEQ ID NO
(SEQ ID NO
(SEQ ID NO
(SEQ ID NO
(SEQ ID NO

(SEQ ID NO
(SEQ ID NO
(SEQ ID NO
(SEQ ID NO

(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:

£ 304) ;

:305)
:306)
:307)
:308)
:309);
:310)
:311)
:312);
:313)
:314)

£ 315) ;

:316) ;
:317)
:318)
:319);
320) ;
321)
322);
323);
324) ;

325) ;
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IEGNYWFWQQVGQENTLSREWIQTLGQKYWYRPPSICA

QIEGWSRHQHYSAMSGHS (SEQ ID NO: 326) ;
IEGPTFKQWQLWRLQHS (SEQ ID NO: 327) ;
IEGPTFKQWQMLRRHHS (SEQ ID NO: 328) ;
IEGPTFKQWQRLRKNHS (SEQ ID NO: 329) ;
IEGLLSQLWQAARA (SEQ ID NO: 330) ;
IEGPSLPEWLHVWRHHS (SEQ ID NO: 331) ;
IEGPTLHEWLAERRKHS (SEQ ID NO: 332) ;
IEGPTLHEWLALLRSHS (SEQ ID NO: 333) ;
IEGPTLHEWLAQRREHS (SEQ ID NO: 334) ;
IEGPTLHEWLLYRRAHS (SEQ ID NO: 335) ;
IEGPTLHEWLRQRRQHS (SEQ ID NO: 336) ;
CSSGGPTLREWQQCSRAQ (SEQ ID NO: 454) ;
CSSGGPTLREWQQCQRAQ (SEQ ID NO:455) ; &
CSSGGPTLREWQQCGRAQ (SEQ ID NO: 456) -

do L PRS2 KRB A Z — s pl T RIS Y TR TR KL
6 k8K K12F » BIAAXEHN T - HAEFERAH
BE AAERRAL AMTRBEFOENKRM o RE S
X P X EE R R R & SR

8T

e EFABQL L L LRL)ATERY -

EHRAEY > RIS HBERME  HGhaNEERELEH
ik - B HE"RBHETF"R"MBA"EAXT TEHRE
Ao f—RAT LB TORABBA REBALABR K
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s - Bl £ 2FHRHAT > EZHTHIE20
a2 R ALER PR EREAKRHKEL208
AARAEAL ZBRAEAE - wREHRBARBTEALA-HFRA > TH
YA rz L BAL- £F-FTHRHT > 12208 5

Bt % A HBREE - B ORREL - MAREL - RABE®E KB
BBk R BERREE - A RHERT o 28 Fd KIS IEMER
AB (B HERAIAER)BEAR - Bt 2T HRH K
B (L & (Gly)4 -~ (Gly)S) s R(Gly-Ala)R B A K 8 - @ & F
ZHMEFEZEH B

(Gly);Lys(Gly), (SEQ ID NO: 4) ;

(Gly);AsnGlySer(Gly), (SEQ ID NO: 5)

CEER X EEEL SR FXEL RN E RN WA
A AR LEBEREBALALS);

(Gly);Cys(Gly), (SEQ ID NO: 6) ; &

GlyProAsnGly (SEQ ID NO: 7) -

B HA LA ALK Bl @M F 0 (Gly)sLys(Gly)s & 3
Gly-Gly-Gly-Lys-Gly-Gly-Gly-Gly - 75 i& & Gly &K Alaz @
b AW TZRETFABITHSG ) EAFAZIREEANZ
BREFITEIEEALTELEEELAZEA

ES R Y HESBIBET(AMBA)AN B AR

B 2 TPORE Bt S MIBEAFcE P - ERE L F(XHMBE)
THHERIAHE FTREF(REARE)RN2E SRS
BAKRF 7 » ZE 2 EFTHBERARARE - b ARKRIFA

EAFHNPZREET NEABACKMZ&EFITMBAE R
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R

KRR FHATHE - BRflMm T » T4 A H# & -NH-
(CHy)s-C(O)-z s & #F » A Ps =220 sbF AR
FT i —H @B KEKE A 4 CL-C6) > K8 A -~ &
+(# 4% Cl-Br)~CN-NH, - ¥ 2 %52k mmitiR
Koo —H FTHIFKREE FAPEGREETF - £ B A100%
5000 kD& 100£ 500 kD2 % F+ & - T & # A& # F A H &
o F AR Z AT A M -

EMD
FESMTIMP(TMPZ R A/ HE N B EF )" AH"TR
RKEETMP - ZE T A TRHRILEEHZEREME - RIK
M A FERBHRBMUEMRE - F 0 REIR ST H B R
DAt b 2 AE AT R R B R R B LB -
ZEMATMPaE FE LAY » £ F ¢

It HREEHSABRK - RoIMmT RELFTEH
B4 A RERBMERECysBA(Bl b AELRETF) £
THRBWREREMEL -

2t BB REEPDELS T IHIB - B mET
R TREHAETE —BECysRABLERERBML T
Hmuo FrRERGE b FT8&d XCK® B -
3. - % $MEHKA[-COONR-]J# & (& &)@ kR A2 Y E
#eoo f5) M JEBK K 2 & B -CHy- B¢ % F % #& [-CH,-
OC(O)NR-] - B & & - -CH,-# & 8 [-CH,-S(0),NR-] + B&
[-NHC(O)NH-] ~ -CH,-% = B & % # 1t K [-C(O)NR®- » #
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PROB R A

A FENKM%FTAE - BF > THENKE B KEMHRERK
Z B oo Bl AMNEAN S A A B & # -NRR'(F2 -NH, & 4b) »
-NRC(O)R! + -NRC(O)OR' + -NRS(0),R' + -NHC(O)NHR' -
T -8 5 & %Y A% % -NH-(CBZ-NH-)» £ +RAR'% g
B s AR BEKEA HRHEHARRAR AAH S
i AEFEBETLIZ3IME B §CLI-Ca & ~ CI-Céx
A%  AARBABRZIHBORRARRKR To@BERE
M ¥ A% A -NH-(CBZ-NH- )4 B ; AR » £ ¢ % &#CX
3@ 4T A B-COR £ PR L EABRB AL AR Z
o BR-NRR*» £ #RER* %45 2 & B8 & 8 & &8 %
MR zERBE"EFAEFIZOEARERTFZAR -

SAEMECRK®ATA - BF > BCAMBELRBEIL -
Bl E > BEATHERBLBAZN T AEZH & H NH-CH,-
CH,-NH;), A mEABHZILAMHCKR® - AL FA
THRALBARB PARAZ Y 2 H-NH,Z w2 RABHZS
M CE M o Hl R CRM A2 A M & 4 (5l % )-C(O)R? -
%*W%%ﬁ%ié’ﬁNWN’%¢W&Nﬁ1%%i
#C1-C8 & (&4 ACL1-Cal %) -

6.HBEEH— Wy BESZRE - B H L (H o4

¥ A )E % - 2 R 4] v Bhatnagar ¥ A (1996), J. Med.
Chem. 39: 3814-9 ; Alberts® A (1993) Thirteenth Am. Pep.

Symp., 357-9 -
T —REZBEINBEEBERERX - TFTXHadill o
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b BT AB BAMEREZ A4 R K & A4S
A THbBERIAEGIREAZRZR &

ZRBIARABEEARRAARITEBRE @ F 85 KA

ZEH S ATMPA 51 % « AT A 4l 7t & -

T BEEBRARBARSE A A T — 6L 87 X 2 & % 8 BF
RE - WERBZIITEERABEAEEERBAZRRIZE T
Bx/ER ANESa-BEZIERE ﬁizi%A 2
HDRE(H R PR FTE) S8 w38 w4
B~ f@aitsh - =K Xk~ O-F K&Kk~ 2,4-/% =
BzEERBELRE -

BEBAARATHIA B EToXBRE®E4H
EF A R FEBEFE-~23-T_8W - ~1,2-Bc @R AREH =
oo MBBRALSIMANFATERBERMEKH T £IT
b4 NN E s A 2 HpKao sbsh o sb & B T 4B AR
ZHREBURREEBEMRARE -

CRLZARBKBREARRARS ZHEH LEMER
HOAFTHREAGLA DI AFRRERKE LR R
SIANBRBEBAZEY c BRAHBEN > N-Z i Ak &R m Al
AR ITHLHANANHMARO-TEEEKE XYY R3-8 & 47
A i e

# XK A ﬁ%ﬁ% REBRBR)THEIA#H ]I- KT
E-3-Q-BHREA-G-2 A )b B B R RI-THE-3-4-8.4 -

2R
#

e S BB
B

B o R #TE

4,4-=— F Kk A)sib — 8 5 BF 2 s 1t = 8 & B (R'-N=C=N-
RYRBEMEFEMEH - o RAKBEREBEBEAZAE
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-

RO AGBETREMBLARAGRBARREBRE AR

BEARRABBAZLE - RE > TEAMBEBEHKSFTRLEF
AR RER  HWERAIE - HAGTERALAETAZIES

FREBAEAAATEREAERAIELIF T ERLUNER
R g RBREBEIH - £ R # oBhatnagar¥ A
(1996), J. Med. Chem. 39: 3814-9 -

AEBTRARBMEABANERIETEMTMADEKRKENR X
BHAEAERARLLE S FTHENTRIB - ¥R 5B A &
W)l I-B(EREBA)2-X ATk ' A8 N-BEAT=
B 35 BB c Bl BA4-BRAKGHZE AIYETRS
B » AR T B EHE > Bw33-—mAd(AHRT=
B B AR E ) REETRIMTHE —_BIRK > HFo2-NIORT WK
— BT EA-1S-FR B FAI[(HE2AAXE)= R
AR BB EIREINMEBRTHAEAAFTATRABRIBZ
AFAAFTMY - ZF > HBLRBTLZHEKRKILESEHE R
B KBERERETRERSEH %3,969,287% - % 3,691,016
%~ ¥ 4,195,128% -~ % 4,247,6423% - ¥ 4,229,537% B %
4330440 Pl 2 R BB ZETANEZEE B R

HubThEMHMOUIEHMBEBRRBEREZ B AL BB A
R oM ER AR A BB it s CysT ZH R F 8 &
b BERE K EBAEKBANRZ-BAHTFR

5

121612.doc -73 -

-3



1360552

(Creighton, T.E., Proteins: Structure and Molecule

Properties, W. H. Freeman & Co., San Francisco ' % 79-86
A(1983)) s NAss 2z L &84 : RA -2 HRATF » CK#¥
%A 2 BRI -
DHEBTEZINR»BHEARATALGH I — R FHS
Moo EaERa IR ERFTNE -ZHEAME - RENME - A Y F
RBRARBEMEHR - F ENLEZITEALBEARARENMAE
zilbHzBEIRAEAARALBAEAZIZHBR/AHHG LS
) o HAH  HFEF T HBRRXRIIES I AEMARR B
A B AL 8 fa

W R EMBENRKRERFAHEL  MMRB/BZIEBAZED
S50%— R H/IKERHWRESSONDNRKARERR/&E R/
£l AEBLETRB Y AARB/BZHEBBED IS _FR
MIBKE M RESL2NEARERR/LER Y /R ERKY
EVBSU_B M/ RERMARESISUARBEBRR/ZE R Y
IRK 84  ZVI0%_RH/KRKEEMRESI10%KRKEK
BRIZERZH/IKELEY  EPIS%_F M/ KEHEDRES
5%k RBERE/IZERW/KELEY » REDIV%=FH/K
EBRDBEESINARBRE/RER /KL HH -
mAKILSGHM(FB)RBTREA LA CHOATST YR
At B medsy o —KmFT > O- 82 F 8RR
(Ser) & BB (Thr)% X8 # > MN-2 H 2 F 8 A X X8
B BR (Asn) % R g 4% » bk A H B F 7 Asn-X-Ser/Thrz 3f
B BRYXT AR BEBEASSZIEMBELASE - X84 L

/

121612.doc -74 -

(85



1360552

REEEBERIIZIOERAELAZIHERBE Y —F - N-i2 &
RO-B B LXZFEBRARE " BATHRAIBRAAILEHRER
Bl e IFEFPHAZL—RBEAV2LIBAN-ZEHEEANWNEKBER
(BB EFRE)  FTREBFAN-ZHERO-ZERHRZEFEBHX
wmap Ak BaRNHEEETH THRITEALLSAHAEBEHHE
1o B(ZEIMBETHALATAZICLES D ZIERETF T AR
A EFHEALE SRS AN bl dalHhbe
BBy » wCHO-BHK - COS)# X1t - A » ZEME T
E— S HLBARFFTOLZIARZESLRBEFAERALL

ABPHZILA I TAEDNAK F L% - Zibdih2 4z
I XLDNAFF T RAMEEIEITREBEZIE
BEF o HRAAEA-—ERPALEIT@mBZARABREDET > R
FHTALBARFT Y Ch o BB T T LK REKR MR M
MEBROEFLERASEAE  ETABN A EEIRE
mfs b v TDNA - H N8 - 248 FRBRDNAF 7| T & 1% &4
REFELHEFFNEILTZE—F -

Atk RhREFERLEiTsedh  H—aaBANNLEHARSE
FooorMh R AR FREI LT c HAHRALL
BANCLABERZEREIRRERBESCIKRAFINH S T - %
¥ FTRAELEERBIAAUNB FHBl oA S 2rEn
F 45 % RIGS) 2 A 15 35 87 & (6] 0 K 4 % & 3 B & RID) -

hhHGHEB LWEREENTNLDEAFSEY - AAFHARD
ERFEFRARAHAMBEALE  ZAEAEAKAFIRBZIHENRE
SAHENTHRAZEFEFRAABRRAME > A BAFHF - &
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BT HEHOREBBRAREBEZIHLABERDYDRRIERA B S
RAcZmEtmaBZal R -

BRAERBERY ALE

SR E o e s Pla s Pm R e

" EREFAFEF REBMAEMZEFE  HWBERHY
(Pseudomonas)X # % (#) 4o PE38 -~ PE40)R #E L & &

IR AL FzHBEL>TF(AT):

A EF RAZORBF(BAREHRZKLTIERY
FRBAETHS  LAERAHLE RAR)

b fo E M B (H oMM E) -

b E L RITEA DI A RABABRRBLAHBRZKLFTHER -
EAZ BT AEAZF TFHESRMEBRSF - bR
SFRERELLW)EEFXRAHAREE M FEZXMENKE
STFHERES BN RBREES TFTHAHAE TFHEKTE
H o oAFABKT  BESTHREAFENTBRBELEHR S T 4
LU B EHELERY BB EMERAEAEER

W N RAERSITHEFRHE RS EZRH  E2HFBRN
BEHF6  WMBAPFLIBIERLELSR S TAHACLOBFREANRL
CHZF Bt EF  REZTORBF)XATHKRAEL
FiE (B AXPHRAEZBREF E)ELE -

ZERLAEMADTaALBART LI FERESE - £
ZFOEBRBRY FHoBERANFE)IZRALT > %% 5
FTRARARARABBHMDNABER ZIBEEZTEH - KA MKPE
MEREHTAYT (5 40 )b # »BEXA 8 (Coulter)pr ik R

121612.doc -76 -

L8



1360552

U @Bl RMAEDFTEFZIIHADT H )b
# » BRI64 2 (Bristol-Myers Squibb)sf ifi & # # - # 42 4
G P A ZYFT (%) R & NeoRxz £ 4] - £ 4
FHERL2HMEMAERESE - ANRIGSERRIDZ 4 F 7T
(#l 4o )3 R B NeoProbexz £ #] - FH P F E R L2HERE
%o

AEAZIICLEU T THEUTEDLEBRFELBG S - &
TR T GRS (Bl R =B~ R
ARBE) 2 BRASMW(F R i i B F 44,289,872
1981497 158 %8 P Denkenwalter % A 5 5,229,490 » »
19934 7H 208 % ¥ Tam ; Frechet¥ A 2 WO 93/21259 » »
19934108288 XAM); Y BESHA (K REEH): &
ARG RFE  HAETHEENBROE —RFZHER
& A % 4,640,8353% ~ % 4,496,689%% - % 4,301,144%% - %
4,670,417% ~ % 4,791,192% & % 4,179,3373%% ¥+ A7 it 2 &
BZHBRECDEER  HAWwRAT BB AH B - bBEHR
P Loz REAbBARAREHWOETETFAR-RT 86 - §
AR B FREEANREREEDZREYD - B(N-T

MR )R LB - AR _EBHEY - RARIEAE/E
L HEREY - RRLHEIES A8 (Flotd d)RETH

B MARFREHMZIRAY -

- BHRFT BT BARCT =8 (PEG) - APEGA® T
BAFEMBE>TE BETAKHE KRS HAH - PEGX 34
S FEMHALH2kDaZ 4100 kDa~ £ %45 kDaZ% # 50 kDa -
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K HYS5SkDaZ #H10kDaz e B g -
PEGRA B — & B2 d it - & E K4 ~ Michaelfv a »
BERALREALEEEN EH/BEESHF EEPEGE 2 2

REMAB(Hlost ~ A -8B ~ B8 ~o- BT 8EA -~ E
T BB ERA R)aaBte 2z REMSEEE (#

B~ B - B5 - BER ~o-BZEBA R TH 8B KRK R
BA)m B ABERXIILESMER -
%2

AERATEEdBEABRAREAFTZ —FZINKR® - CR%
ﬁm%ﬁ%ﬁ%zz” R NBE SFHHFAE - Fcik B
AXPHARBZENE - Bib » Fel THARZINEK S & C
AWM ANKBRACKH R ERES - FTHERASZBEHE MR
Blho » EMEERB R AFc — KW R AFcR & 4 K35 &l

K HAPEGA H -

EEHEEEH F » Fcatm AR A FckFc¥ 28 - X F 4
RABLRZRH L Fcan BEAABR L ARKRE E1gGlE
R EAEAMEETHRE - MTAEADR_RBEZIFCE » £ A
Ellison, J.W. % A » Nucleic Acids Res. 10:4071-4079
(1982) c R A FcHl  TH B EB(FIERE)R/RIFLE
woemEBER -_RERSRAEVAZIERSKBAR - R
$8 (#) 40 1gG ~ IgA ~ IgE) =k % 48 (#] 4 IgG1 ~ IgG2 ~ IgG3 »
IgAl ~ IgGA2)Mm Z * RAFcr FX ERREMZIE G 45 F
Mgtz B A1242 68BN - RAFcx —F#H A b
IgGz A NEZaBAHLmF LR &EE R B(LR

€87
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Ellison’% A (1982), Nucleic Acids Res. 10: 4071-9) -
f£— 4% ¥ > SEQID NO: 3 w2 FcAh F A AP AR
“zibb e Fch 5 - FR4LEES 4% 0 £ FFchSEQ ID
NO: 3z AF7ey R RBAHUKAXALEMEFca2 ATMP & Bt — R &
@ RWFCAS AL AR T OO LAMANLARTY -
# 45 @ = » Fc 1gG1(GenBank ¥ # % % P01857) - Fc
1gG2(GenBank % # 4 % P01859) + Fc I1gG3(GenBank % # %
%2 P01860) - Fc I1gG4(GenBank % 7 % 3% P01861) « Fc
IgA1(GenBank % # % 3% P01876) + Fc IgA2(GenBank ¥ 4 %
$t P01877) - Fc IgD(GenBank ¥ 7% 4 3t P01880) - Fc
IgM(GenBank%ﬁ?ﬁ?ﬁ%POMﬂ)&Fc IgE(GenBank % # % %
PO1854) A M AN A X ¥ 2 — b L4 Fckh 3| -
Fcf 5 2% BB - B RTEDTH G (B o)BITE
AXAFNZEERRAMEH - £ —KBEKF A EHXFc
BEROESLBIFABERAEAFCARILZ S FRAFF - F » Fc
BREBROLLELT - REBHEXTRATELEZR EFci
BRAEENSFRAFA C(DEREE AR > QEMEEZ
BrmmAmE  Q)EMSELREEmB T & RENKY
B AEREAL G)EHBERIHAR  (OERMHEAAR
Boosh 2 Fok B & 4 0 % ()4 B & A f= B # P (ADCC) »
REHSHwBAEANLERZHNFFEF 20040087778 3%
Yo P FELIBTAZRIIAASFTASIRMEAN -
G ER(RBMUD)IRAETFTANELEER  HF—R%ME
BRABZRABAFCEEABREFS - BATHLNESE X 12—
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ZHmE RN XRTHNFCEABRFINZINIFIERN - £1F
— X HE RSB EAEARBAAZIBAZERT &8 (# )&
bECOIROEEABRBEAKEZZEGT - Reldm T

S FTREAASENRBEMet) LEHE S 4 FhLWHE
B@(%ﬁvk%ﬁ%)?ééﬁﬁ%#"

LFcH 2 BB Y BRFcER I — RS EAHEAR
oA TAEFCSRZ - MERMBR X AB BRFcHk
FHARNZ-—XZBEERER - Bk > R % 28 & HFc
SBKA 5 ZmA R K-

AFCRASEBR Y BRFct R — RS BHEEABRZAE
BaHERHEEAETR A -EHRT BRARETLAKTH
BEBEA2ZRTRAALBAR T LA R - & > 28
Bk ENF AR THZIRK -

B AT THEIMREEAASARELLRAR T 4
M EFCAEFl 2 — & A A R BRI A - 518 E KK
B sk AT A B R/REHE 4 A B (3 o Alagk Ser)i
Ko HAZ—FH > FTRITEHRIIAKEBERAUR(L
MEFcLBEAMNEE QR EFHBClE LM E 5 R/K
) +HBERBaRNE 2R FHRADCOME - &
MEBAEALBRFFC L BEFTLIZIRRALELD AT A

B 7%
& %

\l

# M z Fc s & W - R # @ F » % K Molecular
Immunology* %29% » # 5% » 633-639 (1992) » B #» 1gGl
¥ 2 ADCCHx 8 -

Bl Ak > — R % 18 B BRBR 7% A 7T ¢4

,.\

KARBALER -

(875

121612.doc -80-
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HSh o "RERAALAEERABEBEAN BB EXR/ZBRKELA
ERBFHAZIEETAN RITHEEABERK KB ABEEHE - &b
sh 0 BT 28R E2HRABKENH X > HoRREHY KD-
-3

o LAl 0 RAFCcsAFCH B RAAATAIHEET N
AZABFcH - TRZHEH R AEAFcA B AFc® 28 - £ /R
HEHBHBEFABERLTBRIES D 2R # WO
97/34631 % WO 96/32478 - A M 4 Fc 2 ERB ¥ » EATH
MBEAFcZ — RS BB ZAXRZAEMLBRBEIFEAZTAZ
BETTHEZILEBBERAETHE - FATH G (H &)
EHRAEABRARIBLRA BEEABAMLBTFRBESF A LS
ZHSRBBRLERLDS - ABAXRERRZAZEAFTAHSE
A C R B Y RD-B A B c FC2 B AN
HERBEBMTAFEERZ ATHAELFRBE - flFHFcl
EROETTARAEF  HF:

1 BB IFREFEBUVRZIMLE - BBRTBRELEALFAR
AAEARBRAZS T EXT BT ZHE S FRERZ
FEHERE - BAE R LB E THENK®RZ S F B K
BE > A TR IMBRERALA LA RS LBRAR(HL A
B K~ 4B A)RRKR ¥ T2 B ATHLESEQ ID
NO: 32 NA#% 208 sz A 8 &) h & & 4 SEQ ID NO: 3274
B104r ¥ B B A ABL AL RRK - REEZHBMR ¥ Bk &
ZET > BERFRNDITHARIFIFLBEH £ — &£ 2 = FFc
B e
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2HEHBRAFCAE A AMEBELIREEI@BLERAE - B4
MmE  BEBATHBRAENEAFcZINRKR MLZABPAKF T » &
THABHEBATZIHLB(EoMEE D BEAKESE)®RY -
EANRTHAMNRBRFHEBEERZL ARET FTAEAHFL KX
B Az tediwiErEaaik iy - SEQID NO: 32Fci 4
— % EFc L & -

3.8 B BEAFCZINRB Z -~ or UL ELAMEEZLE
e P EARAENRRETHSE - A A B 8 FATIHE
N 3% z 772048 Bz 5% 85 7% %K
MR ZBEREABRBETZIE—FH Kk -

ABH-—RSEABERELE BEEBALZEZAMW L

BREB)T R PR AR RE - T %FERES KR
eRBAREE (B P ABER)RR
S BRI RAHBELERAZRASLE  HClq 44

v AR 14 24 > 34 ~ 44X RS

R X8

%o BplmE 0 BEBATHEABRIgGIZEKKEA 7 # % & & R
R -HNABRAZL FRETHBEETERAAH » BBk
TRSFcE A B L -
6HERBEARBBLBRIZIFcxRESZIMNE - R
AFCTRAAFRIABAZIRES S THEIRR LG AKRML
R E > BEBRLET R BR

7.4 B ADCC/r 85 - ADCCir B A L B H T P E 4 1 £
B, 5] tv Molec. Immunol. 29 (5): 633-9 (1992) » B # 1gG1
¥ ZADCCL & - b E M BN IFABAZIRES ST FHE
BB ST A BB
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8. RATFcR B AR BN » THEZRAEAFCARL -
BYE > BERAEFCARILL  EABRURABRRALFCY ¥ AZ
BREABRRIEABEREAFY 2 EEZIHZEL REBARLZ
R b RFZ /P e BRIk o

BEFCE AR OHEUTE&E - £SEQ ID NO: 3¢ » 154
RZOBBETELBEBERA ) IO R X 4 KB TEAKE
BA B10I RI103 M R X BE B T E AKEBERNK - 7
S — RSP EREBRBRATEXAKBEALAER -

BEE BREDLEBHREHRE R IHEZHKHRA
o FRETEEFHREBERAAFAGFCERB AR & -
P M AFco R B TRE M R EARE L FRBEB AL R
“HReBELERT BEHS - ARALFLXBERALHEAR
HBAR—EE  AXPZHB'FC"ANETELELA P2
— % BAER - -BA-_RRBMEASEE) &8 462 =
FREAZR/AELEBERBIREEHZIER(TIITA
#) o

NTHEFCHR I E > THEAAFREBERBEAZEAZITIAN &
AEXBRRAS2Z2BEH - £ - BB F > BHMEET LAHRR
o BAEMBI )R ReY - BE - AL FAHRRERES
B4 - BKm o FBEFLB/BEH - TERHEAE A IS
AR BREFRYE > RTHEORARIFTAALR S KREH
e BB RRBEXIRRGREN -

NThERZEFcr FIRBEIBESBEARERZ
ft & 4 2 Fc 3 % » # 4 # 5 "Altered Polypeptides with

121612.doc -83-

{32



1360552

Increased Half-Life"z WO 96/32478 ¥ Fr il - A X ¥ ¢ %
BFcz B\, Fx AR B AAMA "Immunoglobulin-Like
Domains with Increased Half-Lives"z WO 97/34631 ¢ #r i
ZHEYTTF o AEAIBZAKMPCTY 3% £ & A& # b X3
A H XA

o A X AR Fcb4 T ARAEFHAZTMPZNR B &
ChrmER > RATMPZNRBACKR HA R - £H BT
CH T ATMPA B ZNR R B A ZIHKAELZ L TRMEBLE
B A HEMNE - EFcATMPR 2 4 F XN & 4 B >

— B AFcaa 2 CAE B A BRZIFR -
EFRMEBNTEBAEARBUIBESZIEEE ~ %K
K~ RBRERXNS FHBI ok ERAESY) B
ME * BATE AN 19984548 148 45 T Presta®® A2 £
B&EAEST3927TTR v Al 2 5 BRAF A E TR - T & 4f
HHAFRIARK L HELE LI LA AR IRARBER - TEHK
ZHR-BEHLLAHTFALEN"RNIBR"ZSANBLAALATFAZ
TN B4 HEmFRHPWoEdB LB K HHE
MNZHEANARBRELEEERWBoEaraRNELERKRER
5 WA BARICFAERIREEZFHRNTA
Wik BAHENBFITARNRFRAF - And#d
AERNTBRICERTHEHESTABANTH > 2R fld
%8 % "N-Terminally Chemically Modified Protein

)

Compositions and Methods" 2 % # & 4 #& # (Patent

Cooperation Treaty » "PCT")E B >~ M £ & WO 96/11953
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o AR T FHARIIIT - LPCTEREAHE
BrRKERRAYAZTEEINR Y EFELER -
KBEHEREY
ABEBHBEOAKEHRASAH(WSP)Z b - &8
o) - BEE R E T8 %2 2 WSPR L R4l &$ - PEG- R =
BEARE L _B/A_B2HEEH - EFAEL-RT -5
BRFRABK L E FHE - RCUHEBECPVA) - RLH-E R
B~ B-1,3-— 8RB - B-1,3,6-=B) - LH/ORTH =
B LRy  BB-BEAR)HEDZEAELTRY) BT
A wR )R L8 - FA Y EHPPORALER
ek Rt RACAFH/RALTHLRY - RALTH
it % TEBPOG)(Hl v H )AL RATHI S TE R
RLHAELERBERIRATHILEH &% - & B 8% (colonic
acid) R X 8 KI5 B F 4% -~ B K% (Ficol)k & R #
AL RAH FHRL REgECANMEEIRAETEEMELEZ

PEGz M #H X » L KRN E(CI-C10)k & £ - ¥ &
R B R L_BEABRITEENAKRTZRLEIMEMLA

e amBAEY -

PEGABTEAEMNMAES FE ' BT AHAKEHERT R
o MBMANLAFTALPEGH +¥ 4 FEAL£H2 kDaz 4
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AARAKeRFaOEHRE - - THEAPEG(REHREANKELE S
EXBUDFTERIS) TERAELEBEIRDNRE - 7
ERBETERA B ERAE - THEBEE T REKSEEH

24 THEAEAR oAb HAGRDTHER -
XEmEMSRABEER - MERMAKE - sohx i

58 R 2 RE
BEUEES(EHARBTR)I A LA AGRDHFERT
A UBEFERND0.1IE2 mga HEENRETAETZEREE
BRAKTZAFALLY HAERHATLHEEHRRE
BBl ANBIEOERAGLEAR) - FEEZARY

SARBERBUBRI A LAV ARAEBRTERE
ikl kmFEEHEaERE -

UEBERAEEX XA ER I AR — KRB LLH#HY
RREBERBARINRLEB T LEARRAILES N b
MR B REHTAHAANLB S ZEMELoH T > 3
WwHRAEBLY BRAZILY - EARLH RE » % =
AAFHRE —RAR-RATHR - —AwWACTEZLKILLL2-T A
LB Eabs A2 R@EMRAB QLA EEE = bR
BAXE A -  hEgFTRANEREE A -
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HHREBEBRANLE IR ZIABRD B LS SAALATALLES D
ZmHRKER AT TOARRRENEEZEE > HZEMWH
W E W ZS50290F F%)Z AL B > g LREE
B - BRE -HERE S ERBRIARBRE -

A REDB KX

TREAZALLHZ AL - AHRE/RLS R TR
B BMEADALEO T AL ELAMBELAMAHEY
M3 - ANSEBBR2ARDAEBLFARBREBE IR
YAy  NaiZLedBHAEMEEHEIHLR -
AR B X

TREFAFALCLEHZIHRAELE AR RARDLELAHR
wmreiEEK—RMER -

# &

BRANECHELERKZI I ZHLBIER XL EG
EREUGLEYHRAILEBRFRERE  HEBEH L EL
ZHEE KRR - BE O MBHIRAKRE  EMREZIREN
BREFMRAACBREE: - — &M T BFEREEDXR
BEOLI-I00H L AH ALY ~ B4 HFLF0.1-1504
Rz HEBEA-

AXRBOULATAZIEB Y B Lty HEEEA
SHMTRANEHKRED - £ F - B AERELA 2K
2 O Wlo)@HKA -~ AR AR LEAR - BB
M~ BBk BRKEZE AW REBLEN)RRE
TEH(AEE AN KRB BERZIBFRE) &BFTF ~ BT ~

121612.doc -104 -



1360552

RE B FREA(FOEAREE - BTRABRF) &
BRITHE-—XTHFRIE-—HEXAEXRB TER - — &M
T OABRARER R LY HOSAMEBXIAENAZIL
CYURBRBEZ T TEZXZIHER BRERB -~ ¥EH -

LB BRI EE - ZFasHhE a%%-ﬁﬁ%émi g
(#) %o Tris-HC1 ~ T B %8 ~- i B ) - pHEAE R B TR E X H
FE  AmB 0 o F KB R ¥E B (B o Tween 80~ R
L R EEEES0)  MAMLBE (KMo RIE R - K 2 H B AM)
BEE (P L8 s FE)ABLHET (B oilE HEB
B) BB EHARLSILS D (B RALE - RTEERE)X
MR EB P RFARERY - FTHRAABER > BAET
EFREBEHGEGH AR BRASYITRELELE L
ETBEHB - BRAUBINEIACEELEZLETHELIZIR

B FfEHREBHSER BIE(ERARND) RA&TH
BlLk L F 8 2 B AABE A - B lEBR 4 - BEAXFETFER
BERXFTERE - BRPH >~ BB -~ A%E - FHMA8 SR

55 - s TITERTTH ZRFa4HWTHERENR
FORAMAEADZIHERE REIN - FTHRABAZRR
EB N EMKREE o %R 0 # 4w Remington's Pharmaceutical
Sciences, % 18}k (1990, Mack Publishing Co., Easton, PA
18042)% 1435-17128 » H & '3]-}13 B HFABFALTIF - 445
HTEHABRBER A TERFLDREBAXZIHH - Ti&
ETHAIBEBAARY LB RABRY -
FTEHINAELbmBRE - THEMHc-Mpl & -~ #
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aBF -NEF - LERBFRABELCERLAETAZILER

FiE - BEYRCEHARERBFHRAELER AR /)R
HEZZERBRAL HABAEAZLBABETRANAHE &
@ ) B (HEWwIL-3GM-CSF)ad it B — L 2 h
NRBRVE - R4 E # e R B F (I BP meg-CSF ~ # &
B B F (SCF) ~ & & % # % B F (LIF) ~ ¥ & & M(OSM))
EAEH@BNRIEZIEAS TFRTEAMplRAR — &
%= M -

AN BAR KR BRI TH@REEFRELRE T
IL-1a ~ IL-1B ~ IL-2 ~ IL-3 ~ IL-4 ~ IL-5~ IL-6 ~ IL-11 - #
% #] % B F-1(CSF-1) ~ M-CSF ~ SCF - GM-CSF ~ # # 3%
Z % %) #% B F (G-CSF) » EPO ~ F # % -a(IFN-0) ~ # 4 F
# % - IFN-B ~ IFN-y ~ IL-7 ~ IL-8 ~ IL-9 ~ IL-10 ~ IL-12 ~
IL-13 ~ IL-14 ~ IL-15 ~ IL-16 ~ IL-17 ~ IL-18 ~ f /s 38 £ &
4% (TPO) ~ o % 4 & % (4] %o Ang-1 ~ Ang-2 ~ Ang-4 - Ang-
Y) AP ERFHRSEK - £F R KL KB F
(VEGF) - ¥ 4 k¥ - FHEHALEE-1 - FHERLE
-2 FRHEHFLEEI - FHEHFLEE-4 FHEE
A&FBA-5 - FHEZELES-6- FHEELEE-T- F I
EHELEEE-8 - FRHERLEEE-I FHREHFLEZSE-10
FREHLEFE-11 FHEREALZRE-12 - FRHEHF AR
a-13- FHEBFALZA-14 FREELZG-15 FHE
FAL2ZAXBIA- FHREFLEZEXRIB- AR ES
AR F  BRRALEARF  BRANLELZBTFLH G
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R FFESXIEITHELKBALBFI - mBEFFEFZ
PG maIK > MIAAR Fo- mBE R ESF 2t a0
KAELRA F2p-PR A A KRB F  AEFL REAEK
BF - -BRABLAzEtvHaaki B8 Kedwprtk
B F4 - K4 Bt kB F5 - B4 Fwmps kB F6-
e FmpEir kBl F7T -S4 TRt RkE F8 B4gFa
Bot KB F8b 4Bt KB F8c e Fmma &k
BF9 -S4 Bwps kB FI10-BHB4LeFTwrit kB
FohHS e R R ERE T  RAB T mmkIHE R
2B F LMol  ReBf ezt e tBR T LR
EENMES  AREMES. A RAWNESP 4 K8
MEay HEFLEALCEXREAAKRBRF ~-FHapgtst kB F A
wmipt KRB FXHE BREFHRLARBRFI- REFHEEL
BF4#8  MHEFHAKRBRFI - BEFHRALKRBETFES
FG - -Afw@RLAEBEF - aapHBF - & 05
BFfFXBo- HELERBF HELRBFXR HESR
2 F3-WEEPHEEF-4 -BEBELERBDTF - -BEALAKRRF2-
RBERIDRZAELERBEF - RES PRI EREF R
Aok AERETFAE - REL PRI ERKREFAA R
Ao/ R ZEREFAB RB /R A KBE FB& - R
B ) RZAERKBFBB REL/JRIAKBFXHRO
RBo I HRZAERBFXBP BaEAst RMNERBTF 2
4m fs B F % 8 - TNF(& # TNFO » TNF1 » TNF2) » # 1t &
EBHFo- #4A KB FB s KRB FPL- B4t & B
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Fpl12 - #ib4E KB FP2 - BIiLAKBEFP3- AL KE
FBS5FBRAGILL EHRAFPl BILALA KB FREAS KB
I - Mt BB FRLE OB Gl HILA KB FPL ALK 6
I~ EBEEARFXLBIR - EEBBELTE F<BITR -~ kXK
B B ETaiBREFILAEFXE TN EALE KRBT
RS Z8a REAYWEXRLRZETNHR & -
THE—FSAAHARFXRERFAFBRAEEREZITER AL
B He-Mpl) A F B A —BEE@ige 3 k&HHAH
BHEEMEBE LR MNRZHER - Bk AHRKES
BFRAZEYAB(UENMRARAEM B ZIHE) BERATHE
Bc-Mpl(MiE B AFLEARER MM E 4 &/ K)A
Mo I RERZIALAEEFHZFR - EAELABHZF XA
Beptasth v IR EREbal MERIBEEAIER
T B F kR E A

X 3K

HAAX P2 lohms  BEBATHAWMESL
"Compositions and Methods for Stimulating Megakaryocyte
Growth and Differentiation”z WO95/26746 % #f i 2 4 % #&
RHHERERE - THRHARETFERARNTXEHF -
FAEARBRZAK—BRATRIAAER @B/ /RSB Z R
FrEAMZEM M/ h N R&EZ (Pl d Rt E A TSR
SR BER)ZEERK - HERRKRBEBATHRANITMHRAL
IREBRFHR L (U HERIFAR)ZER - o hRES 2
WA BEALINRKRADE  BABTRHZF EZRESHM— K
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TRANERAETREZEZNO )RR E

R BRIE(RDRELEZ)TENEERBEOAEL &
BILEREIRERASEEDI AR - BHKRE - Fi07 >
EN LA RBMBERERARK - FRADKRARDERLTRHR
*ﬁii%i‘ﬂﬂzé%z%—rriﬁ ERABAAKA BALEHERNKEER
o BEMREREARLIKRABAYEATP) & 2% 48 H
ZH B REYHE TR HIVAE M 2 ITPARHIVAS B =
b NRRIUER FRAEIRRDEIEBMHE
B A MY REE OEMAEALREEZEH B HH
X+ B R K i 1% # (Fanconi's syndrome) ; #4 4 £ Bl124:
% ; ¥ B 44 % , May-Hegglin 8 ¥ ; Wiskott-Aldrich & 42
BOBMENR B4 ) RAVEBMIEFHETARER
B, M B MeEERM ALK S & 5 CTE3 Fab(Fl & B #
(Abciximab)) 6 B A S HRARE L IIRBRDE S REL AN
)RRV E  OHEBFARAEEAMRAIRBRIE S AR
BERBARERMZ A NARRDIE S BB L AN S DK
BV E BB LA AN DNIRKRD E 0 QI F 4
(carboplatin)F H 2 PR KR D E - FEFHFH 2 &/ KR &
YECBALDIERBRIE S BERMELDRBRD E K E
1% #% (Hughes' syndrome) ;s RE | o R KD E + & H A/
IRERS FHELERL BAEHRERIELEZI AR
BOVE M SRBAIHEER CHERXRAARE R F
ZhHa  REIHREBR/ AR EAEFRABEHZI LN
MaERE BRAAKREZLANEE L BHEMNZEZHRAETR
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L bomeBABs . AR L AN IRARDE R
M B % 5 #l 48 F (rifampicin)4a Bl 2 & ¥ B & 38 ; Paris-
Trousseau /AR & D /& & M & L F # & &AM o /R E D
ﬁ:#%ﬁ@m&mﬁﬁéﬁﬁ;Eﬁzmﬁ%%&:%
EE M B F R BE OHARH X BAFZIRERER
CMV#EBﬂszbﬂbi:ﬁk&‘ﬁ*ﬁﬁﬁzmi&?%i%°F,%A&U%%
MAF RXMHAV)R S » R IRBEVEDLTRELRAENA S
Rz HEUEFRIARAKROTMERAMRMAD): BHEHEFX - 88
AWM X - EHFHEZFX - RAMFX -~ F F M8
CEEBRBF L FRELEMHAFRE - FFR - EERY
BF X ~ v & B AF X - & o MAiFX - BEBFNHFX
(HBV) ~ CH % &% t AFf X (HCV) ~ D& & & & AF X (HDV) ~ &
A X ~EX R F M RXMHEV) FR K FHAFXMHFV) G
AomHEHFXMHGV) FFH - FRERE X - FFRXBHRELAEAN
oo X 0 HAIDSZ ¥ 6 B F B b AR R D E (H &
AZT) - R 2 GO RBREABRENT TR EN SR o -
MAF BRI NRSEZ > o N RRFHN > TA
FEOR)IRIAYBREZE I GFRAELXETAZIILES S - M
NEEEAN B ESARARELAR THARIXE &L Z
R —RIBAEREFAZILSY -
ABERAZIALSGY T THEANNBREBR @R A Z E L
miEBRE  HKAAERZFTmBEAAMILE - KR
Mplx Bz B BAMIARTFTALRAETRAIRLEN @ &%
Mpl% 2 #t Mpl&t i 8 2 K &£ R E
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B AERZAAESHTANERE R DR KA DK
ME@BEXEEZHHc-Mpl2 Bz EMFEN - B b &
TOARABEAZALSYTANEEHAL)IKR - EMSE AR
BUMHEEEEZLIEAGYDIETAER BERKFH
W T B A RBRF D W095/26746 5 W095/21919 ;
W095/18858 ; W095/21920 > BERHARXT -

ABRAZILS YR THEARAR P EF L PDRAER/ZVE H ol
BHAMeBzREhagaEe Bk TERARG AL A
Ve LHabYFOREAREZI—RREIHEZELEY -
FTEBBRRUAAL B E - TEEMpI<E - ¥ 4
BF -fraeafF 42 kBFRABASCEARTAZILES
- BMAEMREEMUAEHRBIRALLERRER o /IR &
ZZHEBRNL BUAFTALLYHBETRAANSE — KR
do ) B (% ko IL-3% GM-CSF)f@a & b5 % — % X 2 & /)
Wik YV E o XA E M ta e fl % B F (5 BPmeg-CSF ~ 3 4o &
B + (SCF) ~ & & % ¥ # B + (LIF) ~ # & % M(OSM)) & &
AEM@BRANBEETRZ R4S FFT EMplit L 8 — & 4%
A - AR ZLERREzHEAp TR EXETRER Fa
$1L-1a ~ IL-1p ~ IL-2 ~ IL-3 ~ IL-4 ~ IL-5 ~ IL-6 ~ IL-11 ~
B % #) #% B F -1(CSF-1) ~ SCF ~ GM-CSF ~ # & ¥ # % #|
% B F (G-CSF) » EPO ~ ¥ % -a(IFN-a) ~ # & F# ¥ -
IFN-B&IFN-y - Ti## — S A S AR FRKAFARAERKE
Z IV AEM AL G HMplLHE > EMFEAF —BEERaRDT
R BRUANPREZELEER R > ER)IRZIAER - B
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e AR AERXFTALLSHD(RE R ME B o H
B) - #8F R AT EHEMplx B(AL BB XT LERHE
EtaELA L I R)AN KA I RERZALZABZZS
X - BAXLABEUABE LA ALY T IR E LA

FRitHBRZEBFZER T E T EXZRER -

AR ABALLS Y I MEL PR AR/IXRE B a8 & 48 B
MRz atWTHRAT HEeEIE—REFULAR
WMFELEROIEMEAREATR Y EZHEZ - EXHFHEHR

'%-’&1061@ ta B 0.1 pg-1 mgR H B/ L & o

R FERARARERI  RERZIESYTAEARN S E ER
SEERIHBUAAAMEZAMEATNAIRRR - £
—FRB P EAADBERATRARNERBTLZIABEZE S
T xB)W T ZFLTUTHIR I QQEZKRAEKRXEHR
2L HBEE RO ZCLLH AN EZIZTEENE

AP B AL AR  RELRERIRERRY - XAF
RrzibtbHTRAESEHEAZHE s AAMNEHERT LA
MErzafEae T fis REFTAEREFAFARAZ
MEZEZOATHAZILAY  ZFELLHBRARNENEF
XEFZHMEZEREE -

TR AERLIHAITHBIFNRAIE LSO ERAR L — &K
PRELRBARBTERBEAXIASZIHATHRAERAAN - X%
HzADRES S  GERAREILZZRABRTENTHER
o F o

% #l
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IAXTFTREZBAIXPHAEFTZE Q298
AR i A

ApARY*®

ReRFTHERZIAABREBETA MM AELE )R #
f5 % T #% &4 Novabiochem - Ak 4 A& # # (DCC - HOBt% )7
AR T X B 8 Applied Biosystems, Inc - & # PEG47 £ 4
14 %k B Shearwater Polymers, Inc > FFF B & (=& F & - N-
T Ao gogE - FE - LB )% AR BEM Sciences » 4 #f &
HPLC 1t # & # Vydac# # (0.46 cmx25 cm » Cl18i 48 » S
mm) Z Beckman% % £ ~ 241 ml/minx & & % & & X 220
nmA&280 nmBRE X BEEUVRARESST - KRHESERANEF
LF R B # %48 2 pr A HPLC3#,: 4 @ & # & A-H,0(0.1%
TFA)R % # % B-Z 8B (0.1% TFA) - A X ¥ /7 % & 2 TPO#
B KRLI-6 KR8 RI0R R12FP R4t > BH ¢ — & & —
$EB2EBHIPRA - |

Bk A A&

ERLBARB FE OIS BT A(AHEBLREAZIES
Bl A8 & R E)RE M A - X Fmocit £ 2 B 48 & & 14 & A
ABIBK & AR B R & AT - B % > BR4A A K01 mmoli # 2 T
B R E KB (Wang resin)®R % - AR Bk F £ & 47
Fmochl £+ 3 - &£ A DCC/HOBtE R 18 & - Ml 4 1% % % 5
Glu(O-t-Bu) ~ Thr(t-Bu) ~ Arg(Pbf) + GIn(Trt) + Trp(t-Boc)
BCys(Trt) s # W R 8B ibx $ —KATEEHE ™% » Dde A
i F L X Lysey 42 42 42 # H Boc-Ile-OH A » & # 8
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Lo o HhEA R KB UONNMPY 22% 0 3x2 min)# B Dde »
B ZaDCCHARTREBLEHZB/S - HMNKI18M T >
BEZRAFARAE R TF I FRK®EMNE - AZEZETRA
A #2.5% HyO-~ 5%8 ~2.5%= 2 ALK AE25%HE KX
B2 ZACLB(TFAERAAMAREAMBEZIRLERFER
Mo Bur4) s - B TFA% » U A B KLBEETR
Z BRI B - # Bt A HH,O(pH 7.5)% 215% DMSOH # &
A LRI RBRRKRZIE RGN A o b H 4 A % 4HPLC
it A AR A BESI-MSRE B AB Y REREH -
ZHBEAEAAGTREGR - BAEALERELEARAE
ko2 W= B K& A 2 & & (% R PCT/US02/32657 A

_E

US/2003/0176352) - 7 44 A 4 100 pL it 4 &% & & B %
Dynabead(Dynal, Lake Success, NY)10-0.01 pgi B /= &
o042 EXLMPLRETEARAEL - A EERBREKRK
E b1 0 BERK20-50k c BE B R EE - o AATAH
(PCT/US02/32657 & US/2003/0176352) » i# 47 # » # TPO %
Mz % B BELISAR & F 5 # °

RH# > N T E s At-Bocibt 2 REBRETFEP AT
Z AR - AR T &K A F 4% Merrifield &
Pam#f s > Bl 42 4% # £ #% A @ Glu(OBzl) ~ Thr(Bzl) -
Arg(Tos) ~ Trp(CHO) - Cys(p-MeBzl) - £ 1t & (HF)# A »
BREABBEBZRERAE -

FTh EEADNAR B REBAIXITAHAEAZI LA L4 XA
BRABZBETHOMARR S B =B K -
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L8B4t
MERANESLRARRL_BLIMNAE £ R%E > L d
zgé&a@zmﬁﬂzﬁi%%sszg«ux,@PEG%M\(és%MM—,
BMERBZHKRETHRA)BAMER - WRBART HN U
Al BB AR RES - TAHAE £F T /IR
BETHRABLEKR"BRFIIAL" - £ HAPEGH » R B AT » &
ICR K RMATRE - RWEPEGZ S B ¥ ALK F & 47
B g a#ERAyHHABHPLCE B - R —BILKT §HH
B H % AHPLC& L B & o4 ZHPLC s B A B o # & § 4
LK H S REB -

LM EHBRE

TPOZT B AW B EZAMNALEAEmpITRE 2 &
BM32D@ B X IL-3RBHAEZHRA LT HERE - K
P lm A WO 95/26746F o B m B IEN A F 10%
Be#h 2 I11& 1 ng/ml mIL-32MEM3z & & ¥ o f£ H itk KAT >
HoRAH2zmIL 3z 4 kR A AP AR RREBR - &
HHBEZ T —BTPOR £ W 4% > & B 53333239 pg/ml -
#HnEREABAR T EAEOBARBER  BAABNARESHR
Z % M2 (10005125 pg/ml) ) B AF=F#H - BHEMA
100 plz R AIBHRZBEEARBRANWE 2 A 10,000/ 4
/AL Z6A MEBLBEZBEALTY - £37TCAR10% CO,F
Wt g BEMTS(afe M BR MR T B X @44
M)A mMERE LT « Hx 8% £490 nmR £ &
HRBLERAZLEE - AALBEDR & K(TPOREHK
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HOD-FR)AEEFTAENRLREHRIKEHET»NEKNLETF
S BERAFREITBEARANFER T IHERER
KRB EXBAZREE - TPOE BN AR A RAKAEK
FHZILASHBEDRPZIRDRER

B R

HPLC : Z &4 R # % : ESI-MS: E R 8 Tt k-4
% 3 MALDI-MS : A F # 8 F 4 M M 88 T 1o k-5 3% %

PEG: B (0 =—B) MEBABHUBLRE=ZFEXREFH
KRB KT ct-Boc: FZTEHEABEHA tBu: £ =TX
Bzl : ¥ X R O A it =& B Ak > HOBt: 1-%
A ¥ ok NMP: N-F & -2-9t% oz & ; Pbf: 2,2,4,6,7-
AP R R-FXHFkh-S-magHi; Trt: =X F X Dde:
1-(4,4-—F K -26-—RAX-TRTH)T K -

B.& %

TMPE# - $ @ AFc-TMP#& & % 46 ¥

S — 427 TPOE MK ATPOR B 4 &5 @ - TPO#
2 Ak 5 N & B Fmoc st t-Bocit & 2 B 4 B /8 KK 4 & %
(Merrifiled, R.B., Journal of the American Chemical
Society 85:2149 (1963)) - 2 B R AK B &\ /& kst R &K
TeRZEMART AREGEAR - EZFE T » MBRKF
ARG kLRI EaRSMER - BY > HERZ
BRABHN B 2ZIRABEZRINBARPHBEY - TIKRY
ZHABERTHLEE LA LILLRBEEYXAMEE - THR
HELSLREFRENKRZ - RS BEERELBAMZIERTH
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B &2 7% & -

AEBEANRXASARRKZIPDATERNADFTHE (L P RHE 10
B/ 2>H)(4+ARBE2RE3)XFRIIBHFR(FR K2
BET) wBRAERAMFT(FALE2RE3) — £ TPOM# #
BRETPORAOZ O H S A B A KPR T RA
2 1-10R %125 B A% A2 — L TPOK B K - BB KA
BARY - Y mA®  EBEABEZINKEZ — $NK%
AU FRHZEY - BHEAKRZCEABZ - $CEKB
BABAUTHZHY -

£ 1-TPO# #& &

TPOK £ 4 B BB 5 SEQ ID NO:
8 QGCSSGGPTQREWLQCRRMQHS 8
9 QGCSSGGPTLREWQQCRRMQHS 9
10 QGCSWGGPTLKIWLQCVRAKHS 10
11 QGCSWGGPTLKNWLQCVRAKHS 11
12 QGCSWGGPTLKLWLQCVRAKHS 12
13 QGCSWGGPTLKHWLQCVRAKHS 13
14 QGGCRSGPTNREWLACREVQHS 14
’ 15 QGTCEQGPTLRQWPLCRQGRHS 15
16 QGTCEQGPTLRLWLLCRQGRHS 16
17 QGTCEQGPTLRIWLLCRQGRHS 17

Ao EAREZ BRI KRE > KREBH K K28
AHERA2Z-—LTPORE B RS ZT O Hx Y TR (HBEN
%) o Fco F 4 Bk 2 Nk 3 & C X 3% o — 3 TPO# & ¥
AR KRB INRKZBENFcy T(£ A @ #) 4o Fe-
2-(SEQ ID NO: 9)) > "Fc-2-Bk "& "Fc-2X-BK " Z & 1 A X
HAFeyr FASHER IR ZIABAARAONRREZS - &

t8
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Fl /i # TPOK 1t &4 » BR T £ Fcar F2CR R 7/
MR ARRERBAFEY  AFAGCAHBRAHBER
F/M R A

k2-TPOH B BAL %8 %

TPO# #& 4 HBEFHY BRE%
Fc-(SEQ ID NO: 9) 88.5 24.9
Fc-2-(SEQ ID NO: 9) 80.5 14.9
Fc-(SEQ IDNO: 11) 78.6 19.1
Fc-2-(SEQ ID NO: 8) 74.8 11.4
Fc-(SEQ ID NO: 12) 67.4 16.0
Fc-(SEQ ID NO: 13) 60.9 7.7
(SEQ ID NO: 10)-Fc 45.7 11.2
Fc-(SEQ ID NO: 10) 40.5 9.8
Fc-2-(SEQ ID NO: 12) 37.7 8.7
Fc-(SEQ ID NO: 15) 26.2 6.1
Fc-(SEQ ID NO: 8) 25.8 6.1
(SEQ ID NO: 15)-Fc 24.6 6.1
Fc-(SEQ ID NO: 13) 23.2 2.5
Fc-2-(SEQ ID NO: 14) 22.0 8.5

£37 B K2 — st TPOR K (Y'-Y) Y &

BABAFPZY' ) G ENETES R T A ZENR
BEABREMY  RARALELEKRALERELAEAFcmpl &
3

&3-TPO# # BK (Y'-Y')

TPO#L & % BB AT SEQ ID NO:
28 ETLY'QWL 28
29 HTLY'QWL 29
30 KTLY'QWL 30
31 GTGY'QWL 31
32 PTLY‘IWL 32
33 PTLY‘LWL 33
34 PTLY'EWF 34
35 PTLY*HWL 35
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36 PILY‘EWL 36
37 KTLY'EWL 37
38 PTLY LWL 38
39 PMLY‘EWL 39
40 PTLY*NWL 40
41 PPLY‘EWL 41
42 PTQY'EWQ 42
43 PTLY'EWS 43
44 PTYY'EWL 44
45 PTAY'QWL 45
46 PCLY'QWL 46
47 PTLY'FWL 47
48 PTGY‘QWL 48
49 PTLY*HWL 49
50 PILY‘TWL 50
’ 51 PTLY LWL 51
52 PMLY'QWL 52
53 PTLY*NWL 53
54 PTPY'QWL 54
55 PTLY'QWQ 55
56 PTLY'QWS 56
57 PTTY'QWT 57
58 PTLY*WWL 58
59 | PTYY'QWL 59
60 PTLY*EWF 60
61 GTLY’EWL 61
62 PTLY*HWL 62
63 PILY'EWL 63
’ 64 PTLY'LWL 64
65 PTQY'EWL 65
66 PTLY'EWS 66
67 PTLY‘FWF 67
68 GTLY'QWL 68
69 PTLY*IWL 69
70 PTLY*'LWL 70
. 71 PTLY*NWL 71
) 72 PTLY'QWP 72
73 PTLY*WWL 73
74 PTYY'QWL 74
49 B E AN BEERELAcmple B ELSEHZHE L
TPO# # AK -
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% 4-TPOM # BX

BEERT SEQ ID NO:
KDTEVTAPRLWMVASVDE 75
REMEGPTMRQWLAYRAVL 76
CQNAGPTLRCWLAGRAYM 77
CEREGPTLRCWLATREGS 78
| WRIEGPTLRHWLAARAWD 79
ANMEGPTLRHWLAMRARV 80
LDMEGPTLRHWLAARANG 81
WRMEGPTLRHWLAARAWG 82
WAMEGPTLRHWLAARAVL 83
KSMEGPSLRQWLAARAQL 84
TKIEGPTLRHWLAARAEL 85
’ PRIEGPTLRLWLVTRALS 86
IYMEGPTLRHWLANRAAK 87
WPIEGATLRQWLKIRAGY 88
RNMEGPTLRNWLAARAQH 89
NGIEGPTLRLWLSERAKK 90
MWMEGPTLRHWLEARARY 91
YGIDGPTLRHWLAARARY 92
RIIDGQTLRHWLAAGADP 93
NGRDGPTVRHRLAGRAQK 94
THIEGPTLRIWLASRAKA 95
KGMEGPTLRHWLAARAHL 96
QRIEGPTLRHWLAARASH | == 97
KDTEVTAPRLWMVASVDE 98

’ ES5H B EANEBEERLAcmplTEBLELTHZHL
TPO# # BK -

% 5-TPOAL # &K

R K B A7) SEQ ID NO:

- ENMEGPTLRHWLAARAHE 99
SWMEGPTLRHWLMNRATY 100

| SMMEGPTLRHWLAARAKD 101
QGIEGPTLRLWLAARTHP 102
YMMEGPTLRHWLATRAGR 103
GNMEGPTLRHWLAANERD 104
NRMEGPTLRHWLAERAGS 105

59
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NMMEGPTLRHWLAARVAA

106

SPIEGPTLRQQLCARAVK

107

VOMEGTTLRQWLAERALD

108

KRKDGHRPRQWLAPLACK

109

EMMEGPTLRHWLAARAEK

110

NMIEGPTLRHWLAERASQ

111

KLMEGPTLRHWLAYRAGL

112

YMMEGPTLRHWLAARALV

113

GNMEGPTLRHWLAARALL

114

WMMEGPTLRHWLAARARY

115

TDRGGYTLRQWLAARAVL

116

SAIEGPTLRHWLAWRAML

117

RAIEGPTLRHCLAAGAGL

118

VKRKGPTLRHWLAAWAFP

119

TCMEGPTLRHWLAARAEG

120

WEMEGPTLRHWLAARAYR

121

ADIEGPTLRHWLAARALV

122

WVMEGPTLRHWLAARASL

123

PPGDGPTLRHWLAARARM

124

DFMEGPTLRQRVDARAHY

125

RWIEGPTQRQWLAARAYF

126

IRMEGPTLRHWLASRAEI

127

YYLEGPTLRHWLAARAYL

128

GVIEGPTLRHWLAARAAQ

129

GAMEGPTLRCWLAASDEK

130

SVIDGPTLRQRLAARARY

131

GGIERPTLRHCLAARPTS

132

TKMEGPTLRHWLAWRAAY

133

LKMEGPTLRNWLAWRAFQ

134

GLVEGPTLRFWLAARAAE

135

GLTDGPNLRHCLAARAPI

136

DRNKGPTLRHWLAARAHA

137

ASMVGPKLRHGLAAVAKK

138

DAIEGPTLRLWLEARRKQ

139

NIIKRATDREWLDARTAL

140

GDNEGPSPRVCLAARAVL

141

EFMEGPTLRHWLASRARV

142

WGMEGPTLRHWLAARGKR

143

RWMEGPTLRHWLAERAML

144

LMVEGPTLRHWLAARWRM

145

NYIEGPTLRHWLAARAKL

146

TWMEGPTLRLWLMARALY

147

QYMEGPTLRHWLAARAAL

148

€587



1360552

121612.doc -122 -

AWMEGPTLRHWLAARAAY

149

KQFEGPPMRRSLAGVNTP

150

ALMEGPTLRQRLAARAAQ

151

ARMKGTTLRQWVAARAFV

152

DKIEIPTVQLRRAAYACQ

153

YRMEGPTLRHWLAARAGV

154

ALMEGPTLRHWLAARALM

155

IWAGGPTLRHWLAARAAL

156

GWVDGPTLRHWLAARARM

157

ARMEGPTLRHWLAARAKM

158

ESMEGASQRHCMAARAGG

159

MPVDGPVLRTWHAAQAIE

160

LEHNRPLTNPIPKPRTPIRP

161

TTMEDPTLRHWLATGAPT

162

HPIEGPTLRLWLAARARA

163

FPMEGTTLRHWLAARVOM

164

RGMNGPTLRHWLEESAKD

165

DQMEGSMVHQWLARHVWG

166

RNMEGPTLRHWLAARATY

167

DGMEGPTLRLWMAARAGE

168

ASMYGPTVSQRLAARTRG

169

PMMEGPTLRHWLAARALR

170

WPMEGPTLRHWLAARAAR

171

VOMEGPTLRHWLAGRAPN

172

HGIEGPTHRQWLAARADI

173

GMMEGPTLRHWLAARAML

174

HDMEGPTLRHWLALRATG

175

DNMERTRRRHSLAAHFML

176

RNMEGPTLRHWLAARADR

177

WKFEGFTLRQWLTARAFG

178

RGMEGPTLRQRLVERAQM

179

DVMEGTTLRQWLACRALM

180

RKMERATLRQWLTARANM

181

GTKEGPTLRQWPAARANE

182

CAIEGPTLRHWLAARAAT

183

LTMEGPTLRHWLRARAYA

184

MTMEGPTLRQWFAARADT

185

SPMEGPTLRHSAAGRPWG

186

VHMEDPTLRHGNAARAAE |

187

YPMEGPTLRHWLAARARH

188

GKTQGPKQLKWQVGSSLP

189

GEMEGPTLLHWRAARAMQ

190

INMEGPTLRLWLAARAAA

191

€87



1360552

121612.doc -123 -

FRIEGPTLRNWLAARAAK

192

GRMEGPTLRHWLAARAHP

193

VLIQGHTVRNCMVARVDA

194

DWIEGPTLRHWLAARALY

195

SWTEGPTLRHWLAARARN

196

RELEGPTLRLWLVERARM

197

VSMEGPTLRNWLAARARM

198

TTMEGPTLRHWLATRAVD

199

AKLEGPTLRLWLAERAGR

200

ARMEGPTLRHWLAARARY

201

NIMDGPALRHWLPARAIQ

202

NMIGGPTLGHRLADPAIQ

203

VWMEGATLRQWLAARALI

204

RVMEGPTLLQRLAARARS

205

QPMDEPARRQWLSARAGL

206

AWTEGPTLRHWLAARGRS

207

ATMEGPTLRHWLAARAAL

208

GRMEGPTLRHWLAARALF

209

ENMQGRTLRHWLAARDYF

210

KGVEGPTLRLWLAARALM

211

VEMEGPTLRHWLAARASV

212

AFIEGPTLKNWLAARAIM

213

TVMEGPTLRHWLAARSRS

214

AHMEGPTLRHWLATRAKM

215

KDIEGPTLRHWLAARANY

216

RIHDGRKLRQWLTVRDTM

217

KPIEGPTLKLWLAERMAA

218

AKDVGTRLRQWLAAGARA

219

QSQEGPTLRLWLAERAKW

220

MYTEGATLRQWLAARARI

221

PKMEGPTRRTRLADRSTS

222

NVMEGPTLRHWLAYRARM

223

TWMEGPTLRHWLAARALG

224

LTMEGPTLRHWLAARATR

225

YTMEGPTLRHWLAARALH

226

NEMEGATLRQWLAARAKW

227

FSKEGATLRQWLAARALD

228

SNGVCRTLRQWLAARAEE

229

KGMEGPTLRNWLAERAML

230

QDMVGPTLRHWLAARARL

231

YSHEGPTLRHWLAARALL

232

GVIEGPTLRHWLAARMKV

233

MHMEGPTLRHWLATRALI

234
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CRSEGPTLRCWLAARAGY 235
MCIEGPTLRQWQVCRVGL 236
CRVEGPSQRQCLAARACW 237
CTMEGPTLRHWLAARACI 238
CQVDGPTVRHCRAARAGL 239
CDMAGATLRQWLACRSGT 240
ICTEGCTLRLWLAERSRV 241
CGMEGPALRQWLACRAVD 242

267 B A Acmpl B ELFHZHEELTPOE B K - T
MULEEREFHIUNTPOE BEBRL T AT IHAERA £ F

TPO#E B AR AFcE I NRR R AFcR (B # X Fcy F)R &

’ 4  FCEBHANAIXFRARMNEBREHN P HF LM EEUS
2006/01409343%5 ¥ » M2 M ERFI AN T XN EHFHFARX

c':r °
# 6-TPO# # BX
73X ¥ - SEQ ID NO:
QGCSSGGPTLREWQQCRRMQHS 9
QGCSSGGPTLREWQQCVRMQHS 243
QGCSSGGPTLREWQQCRRAQHS 244
QGCSSGGPTLREWQQCVRAQHS 245
IEGQS WEFENDRVPAHSLERVLLLRRVPTEPSGPSICAQI 246
’ EGPTFKQWQECINGHS
IEGPTFKQWQKCRNMHS 247
JEGPTFKQWQKLRRVHS 248
IEGEPVSDGKRRPRVHSLERVDAVHAK VGPSICAQIEGP 249
TFKQWQKCKRAHS
IEGRWPPPQFPVTQQHSLERVGRPPPSVELPRPTFVCAQ 250
X IEGPTFKQWQRCLREHS

‘ IEGPTFKQWQRWRLLHS 251
IEGPTFKQWQAWRKKHS 252
IEGPTFKQWQRWRKMHS 253
IEGRWPPPQFPVTEHHSLERVGRRPPNAQMPQSIFICGQ 254
NEGPTFQYCQRCLREHS
IEGWWWQFYFHAKEDHS 255

8>
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PSICAQIEGPTFKQWQTCMRAHS

256

IEGYVGGPYEQTNSLERVPPTLAWKYGPRTPSICAQIEG
PTFKQWQQCLSDHS

257

IEGPTFKQWQGRSKRHS

258

IEGWPWQLYVHPEGEHS

259

IEGWWWQLYFHAKDDHS

260

IEGPTFKQWQKLRRSHS

261

IEGWWWQFYFHPKEDHS

262

IEGPTFKQWQKSRTKHS

263

IEGWTWQFYVHPKGDHS

264

IEGPTFKQWQAARMHHS

265

IEGPTFKQWQACLHSHS

266

IEGWSWQFYAHPQGDHS

267

IEGPSFTPWFHERRSHS

268

IEGPTFKQWQWLRRHHS

269

IEGWWWQFYVHAKGDHS

270

IEGPTFKQWQVWRNRHS

271

IEGQSWLRRLHWKEEHS

272

IEGWPWQFYALSRESGTSPSSAARTSSYLRSCAQIEGPT
FKQWQICKDQHS

273

IEGPTFKQWQKWRKTHS

274

IEGPTFKQWQYWRAKHS

275

[EGPTFKQWQVRQKTHS

276

IEGWSWQFYFHAKGDHS

277

IEGRTWQLYFHAKEEHS

278

IEGWSWQFYAHPQGDHS

279

IEGWPRQLYAHAKEDHS

280

I[EGWWWQFYAHPQGDHS

281

IEGWSWQFYAHPQGDHS

282

IEGWSWQFYAHPQGDHS

283

IEGHGSQKPTAARALESTSSLTTRTRTTSICAQQDMVGP
TIRQWLAARACI

284

IEGPTFEQWQHWRRGHS

285

IEGWIWRQWLAARA

286

IEGWIWRPWLAARA

287

IEGYWWYASWAARA

288

IEGWPWQFYAHPQGDHS

289

IEGWVWCQWLAARA

290
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IEGPTLHEWLRWLRQHS

291

IEGWVWRPWLAARA

292

IEGWVWCPWLAARA

293

IEGEALVFWWRVRGGHS

294

IEGWVWCPWLAARA

295

IJIEGWVWWPWLAARA

296

IEGWTWQFYALPRGDHS

297

IEGWPWQFYALSRESGTSPSSAARTSSYLRSCAQIEGPT
FKQWQICKDQHS

298

IEGPTLRQRLAARA

299

IEGWSWQFYAHPKGDHS

300

IEGWVWRQWLAARA

301

IEGRHYQKWPARRILGHS

302

IEGFVGTVDWRQGRPHS

303

IEGQEPTRLRLgMDRHS

304

IAQVRMLGRFTLLVLSRARAASTQLSFQHSICAQIEGGA
QTQWDAARA

305

IEGEIWAGPGAARA

306

IEGEALVFWWAARA

307

IEGSYRERQQAARA

308

IEGWVWRPWLAARA

309

IEGWNPWRGAASRV

310

IEGWTRRQWLAARA

311

IEGWVWRPWLAARA

312

IEGPTFKQWQAMRRHS

313

IEGMVKLGVIRLLVL

314

TEGPTFKQWQAWRRWHS

315

IEVWQSHWYQAARALESTSSRLLPMRPPPSICAQIEGPT
LPQRMAARA

316

IEGWTWQFYAHPQGDHS

317

IEGPTFKQWQALRKRHS

318

IEGPTFKQWQKLRLGHS

319

IEGPTFKQWQLMGFPHS

320

IEGWIWRQWLMQTLWHS

321

IEGPTFKQWQAMRKNHS

322

IEGPTFKQWQKWRLSHS

323

IEGWQEGRQSAARA

324

IEGPTFKQWQRWLKYHS

325
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»

IEGNY WFWQQVGQENTLSREWIQTLGQKY WYRPPSIC 326
AQIEGWSRHQHYSAMSGHS

IEGPTFKQWQLWRLQHS 327
IEGPTFKQWQMLRRHHS 328
IEGPTFKQWQRLRKNHS 329
IEGLLSQLWQAARA 330
IEGPSLPEWLHVWRHHS 331
IEGPTLHEWLAERRKHS 332
IEGPTLHEWLALLRSHS 333
IEGPTLHEWLAQRREHS 334
IEGPTLHEWLLYRRAHS 335
IEGPTLHEWLRQRRQHS 336

Fc 3

W LA P REMAXAEZAHKES R RXTPOK # &
A T2xHAMER > HPTPOR #EARAEAFCE X NX % &
LFcE (8% 4 2 Fcpy F)R &S -

A ED—HAENSEMIKAAE AN F P S AFE P 2
FERUBOLATPOM B K ZFcE - THBBA(HFEF > £
EAFcHRPXTHEABRIM)A L G ERTCAHAFcRPIREAR
BR(F B BRCAFcR P XLHBABLImAKRKEEABR)RS
BRI FF o EE—KRAT Az AR HA
EFTHEMACAHFcBRA SR IHBAEBRNHE - RH A
T A —RAEP o RESBRI0MEE AR LS MmISERK L
ZoF o HFR{EZ2ERZLZLTHILEDELERNTIREZN
EARAEE AR BE)-—HEAGAHEIIEOT EMZ
R AD)EB e ER 2R IBABA SN AFcEHZR
W HEF ey BER R AT wEREHEEFER
2003/0195156 %% ~ % 2003/0176352% - % 2003/0229023 %
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B #2003/0236193% R B B A B £ % WO 00/24770% & %
WO 04/026329%2 ¥ Al » W X A T A NS H L L& BN
KRCRKB XM AKRKBRBBLFcRK - 2REHFFL2HESR
US2006/0140934k v ARl 2 A N TRANEHBRARRBZ
o 2zFel - A F X TEALEEA LD EZRE S
F B WESLNTFTEAREARZIHR ML ZIE S B RE S WA EE
TFZRAEARERERRAZF LB - 2R IPKRAF T
ZHFHRBEAH "FcRIERB"R"FcRAIPRKR S F" -

FCRB RS FAHRTARPERTTELHE — R LS BK
Fol o BALEARRFERTTERLK - BT L2RE
EBAEHME  EHEAFcZEMAERLIERBERT TR A RHE
ZHpy o Lo M2 EERBRAMAN( FTARE)FG A
B PR R

ABEBAZL- M TEHRELRE - EADNAK T R L H
BREMAZTOHZEMARLTERLH -

FcRIKR T FHABABRZIAEAEALEGRBTRAL B -
BEELRTEAFARAFABEABZIRABEMLBEAETRELZELS
ZEM e B RREANRARCBIEHEB TS TR
LEF B SN R MERMLE AR OENTREBEZIRKROGBH
FIBARARMBAARIAFIN —BRHEXBTRFF —
BMmE bt o s FCRAKBARN 2RSS
BANKRCR% 2B XFcy FRALTEEZEE - 5 5 Fc
NARBITERAN LS LERE  MGHFENR|RESEBZIBE
M BAECLSZEERE  HLGHFBENHEBARAEAKS
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FaKBEHBIBRRAEE W FCRPRBTTHIAARZ
e FAHEM -
£ — KM P A% 64 Fci-QGCSSGGPTLREWQQCRRMQHS
(SEQ ID NO: 9): £ # SEQ ID NO: 9z Bk A5 7| 141 A & #
F #% AFc% F(SEQ ID NO: 3)2 % & + » B & # 139(Leu)
#140(Thr)z K - £ — &4 F » 2% F4£SEQ ID NO: 9z
BABAFIZNR R LI B BEERZR - £75 - EH#%
f oo #EFASEQ ID NO: 92z NRmeaesh@HEBERE
B ASEQIDNO:9zCRmaeamEHmEZA
EB—RRHE T RAEAL
QQCVRMQHS (SEQ ID NO: 243): £ ¢ SEQ ID NO: 9z Bk
B 7t 4 Mg F4 AFch F(SEQ ID NO: )+ 2B E ¥

Bk A B 139(L)& 140(Thr)x M - £ — R ¥ > 2 8 F 4

# Fc3k -QGCSSGGPTLREW

SEQ ID NO: 2432 s KRB F 7 T NK 3% € 2 w18 H A% 8k #%
B A% —KEH T 28 FASEQ ID NO: 2432z Nk &
A HEHE %A B ASEQ ID NO: 2432 CA % & 4 & 18

iz
H MK
NHEAAwERFHFHFAME FEUS2006/01409343% + A1
Wz AR EFANEHLT RS T ZFcEL>TF -
275 H A Acmple WL T2 EBTPORMBEK b
Bl A LA Z AT A AK > TAH ok % BK B 45 3 A TPO M %t &k &
EFaHxHXER £ PTPOE A AFcE I NKX3% & £
FcBE (B 1S5 # XFcy F)RN a4 - FcERANLEBREAH ¢ F
2~ B % % US2006/0140934%5% + » 2z~ M £ R3] A& F K

£89
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AL F -

Ao REFPABDFTRAH ZOARIGERAFTAZ
ket - HER—REANLIDREELEEZL I RBDEER S
ik BEIN = -

A EAB-ELISAHE LA HFHAZILS D - £H R -
ELISA# & 4% it #» US 2003/0176352¢F - &k 6F A7 7] h = —
b BK &) %% # B -ELISA TPOE B E XN T RT¥ - AT A
ELISAZE M B E A PN I0%ZH £ - BF KX R FHKF
2 TPO#E # Bk i A 15 36 % & -

x7-—2:TPOK AR ZH B M -ELISAZE &

B A8 A7) SEQIDNO: | s #tEH
IEGPTLRQWLAARA (15 1+ #f £3) 337 150
ki FP(EHEHR) <2.0
IEGQSWEFENDRVPAHSLERVLLLRRVPTEP 246 173.43
SGPSICAQIEGPTFKQWQECINGHS
IEGPTFKQWQKCRNMHS 247 164.21
IEGPTFKQWQKLRRVHS 248 154.55
IEGEPVSDGKRRPRVHSLERVDAVHAK VGP 249 150.03
SICAQIEGPTFKQWQKCKRAHS
IEGRWPPPQFPVTQQHSLERVGRPPPSVELP 250 | 149.48
RPTFVCAQIEGPTFKQWQRCLREHS
IEGPTFKQWQRWRLLHS 251 149.28
IEGPTFKQWQAWRKKHS 252 145.97
IEGPTFKQWQRWRKMHS 253 143.61
IEGRWPPPQFPVTEHHSLERVGRRPPNAQM 254 137.49
PQSIFICGQNEGPTFQYCQRCLREHS
IEGWWWQFYFHAKEDHS 255 135.88
PSICAQIEGPTFKQWQTCMRAHS 256 133.12
IEGYVGGPYEQTNSLERVPPTLAWKYGPRT 257 131.28
PSICAQIEGPTFKQWQQCLSDHS
IEGPTFKQWQGRSKRHS 258 130.94
IEGWPWQLYVHPEGEHS 259 129.31
IEGWWWQLYFHAKDDHS 260 126.15
TEGPTFKQWQKLRRSHS 261 124.92
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IEGWWWQFYFHPKEDHS 262 124.27
IEGPTFKQWQKSRTKHS 263 123.60
I[EGWTWQFYVHPKGDHS 264 122.24
IEGPTFKQWQAARMHHS 265 121.50
IEGPTFKQWQACLHSHS 266 114.00
IEGWSWQFYAHPQGDHS 267 112.55
IEGPSFTPWFHERRSHS 268 109.80
IEGPTFKQWQWLRRHHS 269 109.46
IEGWWWQFYVHAKGDHS 270 108.67
IEGPTFKQWQVWRNRHS 271 108.23
IEGQSWLRRLHWKEEHS 272 108.03
IEGWPWQFYALSRESGTSPSSAARTSSYLRS 273 105.68
CAQIEGPTFKQWQICKDQHS

IEGPTFKQWQKWRKTHS 274 105.28
IEGPTFKQWQYWRAKHS 275 105.24
IEGPTFKQWQVRQKTHS 276 105.18
IEGWSWQFYFHAKGDHS 277 103.56
IEGRTWQLYFHAKEEHS 278 101.72
IEGWSWQFYAHPQGDHS 279 98.46
TEGWPRQLYAHAKEDHS 280 95.57
IEGWWWQFYAHPQGDHS 281 94.99
IEGWSWQFYAHPQGDHS 282 93.70
IEGWSWQFYAHPQGDHS 283 93.70
IEGHGSQKPTAARALESTSSLTTRTRTTSICA' 284 92.11
QQDMVGPTIRQWLAARACI

IEGPTFEQWQHWRRGHS 285 91.49
IEGWIWRQWLAARA 286 91.41
IEGWIWRPWLAARA 287 83.33
IEGYWWYASWAARA 288 80.41
IEGWPWQFYAHPQGDHS 289 80.26
IEGWVWCQWLAARA 290 79.14
IEGPTLHEWLRWLRQHS 291 78.29
IEGWVWRPWLAARA 292 76.04
IEGWVWCPWLAARA 293 74.05
IEGEALVFWWRVRGGHS 294 73.91
IEGWVWCPWLAARA 295 73.05
IEGWVWWPWLAARA 296 63.46
IEGWTWQFYALPRGDHS 297 63.25
IEGWPWQFYALSRESGTSPSSAARTSSYLRS 298 62.08
CAQIEGPTFKQWQICKDQHS

IEGPTLRQRLAARA 299 57.27
IJEGWSWQFYAHPKGDHS 300 52.59
IEGWVWRQWLAARA 301 52.14
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IEGRHYQKWPARRLGHS 302 51.98
IEGFVGTVDWRQGRPHS 303 49.81
IEGQEPTRLRLQMDRHS 304 48.29
IAQVRMLGRFTLLVLSRARAASTQLSFQHSI 305 47.37
CAQIEGGAQTQWDAARA

IEGEIWAGPGAARA 306 46.50
IEGEALVFWWAARA 307 40.33
IEGSYRERQQAARA 308 35.23
IEGWVWRPWLAARA 309 33.96
IEGWNPWRGAASRV 310 33.90
IEGWTRRQWLAARA 311 33.29
IEGWVWRPWLAARA 312 28.88
IEGPTFKQWQAMRRHS . 313 28.41
IEGMVKLGVIRLLVL 314 28.30
IEGPTFKQWQAWRRWHS 315 28.15

’ IEVWQSHWYQAARALESTSSRLLPMRPPPS 316 2491

ICAQIEGPTLPQRMAARA

IEGWTWQFYAHPQGDHS 317 2420
IEGPTFKQWQALRKRHS 318 21.63
IEGPTFKQWQKLRLGHS 319 17.86
IEGPTFKQWQLMGFPHS 320 17.79
IEGWIWRQWLMQTLWHS 321 16.43
IEGPTFKQWQAMRKNHS 322 16.35
IEGPTFKQWQKWRLSHS 323 14.65
IEGWQEGRQSAARA 324 13.75
IEGPTFKQWQRWLKYHS 325 13.51
IEGNY WFWQQVGQENTLSREWIQTLGQKY 326 13.21
WYRPPSICAQIEGWSRHQHYSAMSGHS

JEGPTFKQWQLWRLQHS 327 12.61

’ IEGPTFKQWQMLRRHHS 328 12.49
IEGPTFKQWQRLRKNHS 329 12.14
JEGLLSQLWQAARA 330 7.11
IEGPSLPEWLHVWRHHS 331 117.03
IEGPTLHEWLAERRKHS 332 88.36
IEGPTLHEWLALLRSHS 333 80.68
IEGPTLHEWLAQRREHS 334 75.86
[EGPTLHEWLLYRRAHS 335 73.66
IEGPTLHEWLRQRRQHS 336 64.53
%85 B EAHcmpld BLEL TR ZEMTPOM # Ak » £

AW KBER -

L8
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* 8-TPO# # AK

BEAEA SEQ ID NO:
YSHCAQGAVPQGPTLKQWLLWRRCAHSLETVES 338
YSHCAQGYCDEGPTLKQWLVCLGLQHSLETVES 339
YSHCAQGCSSGGPTLREWLQCRRMQHSLETVES 340
YSHCAQGCSWGGPTLKQWLQCVRAKHSLETVES 341
YSHCAQGGCRSGPTLREWLACREVQHSLETVES 342
YSHCAQGTCEQGPTLRQWLLCRQGRHSLETVES 343

FcEBFALS
o EFr 7 BEAAXAE XA A BKER KX TPOK # &
’ a8z ER > £ FTPOK # Bk £ FcE 2 NX 3%
LAFcRE (BB H2Fcy F)RN @A - FCRBAN LR EH§
% B £ %$US2006/01409345% % » S AME X3 AHF KX
EEUFARAXT - HAKRSMWEFCE T M T REZANIFM
Zh A o T B8 AT oR G

1 MDKTHTCPPC PAPELLGGPS VFLFPPKPKD TLMISRTPEV TCVVVDVSHE

51 DPEVKENWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQDWLNGKEY

101 KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV
' 151 KGFYPSDIAV EWESNGQPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ

201 GNVFSCSVMH EALHNHYTQK SLSLSPGK (SEQ ID NO: 3).

£ B # 44 2z f& 2 A SEQ ID NO: 3 2 3 A & %
(H49/E50) ~ (Y77/N78) ~ (K107/A108) . (L139/T140) -~
(E169/N170) ~ (S181/S182)%& (G201/N202) - #% 4 % SEQ ID
NO: 32 3 A f 8 (L139/T140) A CH23& ¥ 2 & 8 £ 4 8
(H49/E50) & (Y77/N78) »

f£—FHp P> TPOREAKMGLIEAARIgGl FcR B ¥ »
SEQ ID NO: 3z Leul39# Thr140x A B & 4% 218 Gly % % 4F
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AREAIEAZIKRKZIE—RIEHETF -

M SEQ ID NO: 3/ 5 ZFcE R % » w F&RIF A 7] » &
BIgA -~ IgMRIgGE M Z AFcE Z H el T B A & A
% (SEQ ID NO: 344Z2351)NFR T AN KEHRH - —RF 7 A
(SEQ ID NO: 352) ¢ %] # -

RO-R W ABFE XL E AT

B A B 5 SEQ ID
. NO:
Ala Gly Lys Ser Val Thr Cys His Val Lys His Tyr Thr Asn Pro| 344
’ Ser Gln Asp Val Thr Val Pro Cys Pro Val Pro Ser Thr Pro Pro

Thr Pro Ser Pro Ser Thr Pro Pro Thr Pro Ser Pro Ser Cys Cys
His Pro Arg Leu Ser Leu His Arg Pro Ala Leu Glu Asp Leu Leu
Leu Gly Ser Glu Ala Asn Leu Thr Cys Thr Leu Thr Gly Leu Arg
Asp Ala Ser Gly Val Thr Phe Thr Trp Thr Pro Ser Ser Gly Lys
Ser Ala Val Gln Gly Pro Pro Glu Arg Asp Leu Cys Gly Cys Tyr
Ser Val Ser Ser Val Leu Pro Gly Cys Ala Glu Pro Trp Asn His
Gly Lys Thr Phe Thr Cys Thr Ala Ala Tyr Pro Glu Ser Lys Thr
Pro Leu Thr Ala Thr Leu Ser Lys Ser Gly Asn Thr Phe Arg Pro
Glu Val His Leu Leu Pro Pro Pro Ser Glu Glu Leu Ala Leu Asn
Glu Leu Val Thr Leu Thr Cys Leu Ala Arg Gly Phe Ser Pro Lys
Asp Val Leu Val Arg Trp Leu GIn Gly Ser GIn Glu Leu Pro Arg
Glu Lys Tyr Leu Thr Trp Ala Ser Arg Gln Glu Pro Ser Gln Gly
Thr Thr Thr Phe Ala Val Thr Ser Ile Leu Arg Val Ala Ala Glu
. Asp Trp Lys Lys Gly Asp Thr Phe Ser Cys Met Val Gly His Glu
Ala Leu Pro Leu Ala Phe Thr GIn Lys Thr Ile Asp Arg Leu Ala
Gly Lys Pro Thr His Val Asn Val Ser Val Val Met Ala Glu Val
Asp Gly Thr Cys Tyr
Asp Gly Lys Ser Val Thr Cys His Val Lys His Tyr Thr Asn Pro| 345
Ser Gln Asp Val Thr Val Pro Cys Pro Val Pro Pro Pro Pro Pro
Cys Cys His Pro Arg Leu Ser Leu His Arg Pro Ala Leu Glu Asp
Leu Leu Leu Gly Ser Glu Ala Asn Leu Thr Cys Thr Leu Thr Gly
Leu Arg Asp Ala Ser Gly Ala Thr Phe Thr Trp Thr Pro Ser Ser
Gly Lys Ser Ala Val GIn Gly Pro Pro Glu Arg Asp Leu Cys Gly
Cys Tyr Ser Val Ser Ser Val Leu Pro Gly Cys Ala Gln Pro Trp
Asn His Gly Glu Thr Phe Thr Cys Thr Ala Ala His Pro Glu Leu
Lys Thr Pro Leu Thr Ala Asn Ile Thr Lys Ser Gly Asn Thr Phe
Arg Pro Glu Val His Leu Leu Pro Pro Pro Ser Glu Glu Leu Ala
Leu Asn Glu Leu Val Thr Leu Thr Cys Leu Ala Arg Gly Phe Ser

€57
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Pro Lys Asp Val Leu Val Arg Trp Leu Gln Gly Ser GIn Glu Leu
Pro Arg Glu Lys Tyr Leu Thr Trp Ala Ser Arg Gln Glu Pro Ser
Gln Gly Thr Thr Thr Phe Ala Val Thr Ser Ile Leu Arg Val Ala
Ala Glu Asp Trp Lys Lys Gly Asp Thr Phe Ser Cys Met Val Gly
His Glu Ala Leu Pro Leu Ala Phe Thr Gln Lys Thr Ile Asp Arg
Leu Ala Gly Lys Pro Thr His Val Asn Val Ser Val Val Met Ala
Glu Val Asp Gly Thr Cys Tyr

Glu Gly Lys GIn Val Gly Ser Gly Val Thr Thr Asp Gln Val Gin
Ala Glu Ala Lys Glu Ser Gly Pro Thr Thr Tyr Lys Val Thr Ser
Thr Leu Thr Ile Lys Glu Asp His Arg Gly Leu Thr Phe Gln GIn
Asn Ala Ser Ser Met Cys Val Pro Asp Gln Asp Thr Ala Ile Arg
Val Phe Ala Ile Pro Pro Ser Phe Ala Ser Ile Phe Leu Thr Lys Ser
Thr Lys Leu Thr Cys Leu Val Thr Asp Leu Thr Thr Tyr Asp Ser
Val Thr Ile Ser Trp Asn Ser Gly Glu Arg Phe Thr Cys Thr Val
Thr His Thr Asp Leu Pro Ser Pro Leu Lys Gln Thr Ile Ser Arg
Pro Lys Gly Val Ala Leu His Arg Pro Asp Val Tyr Leu Leu Pro
Pro Ala Arg Glu GIn Leu Asn Leu Arg Glu Ser Ala Thr Ile Thr
Cys Leu Val Thr Gly Phe Ser Pro Ala Asp Val Phe Val GIn Trp
Met GIn Arg Gly Gln Pro Leu Ser Pro Glu Lys Tyr Val Thr Ser
Ala Pro Met Pro Glu Pro Gln Ala Pro Gly Arg Tyr Phe Ala His
Ser Ile Leu Thr Val Ser Glu Glu Glu Trp Asn Thr Gly Glu Thr
Tyr Thr Cys Val Ala His Asp Ala Leu Pro Asn Arg Val Thr Glu
Arg Thr Val Asp Lys Ser Thr Gly Lys Pro Thr Leu Tyr Asn Val
Ser Leu Val Met Ser Asp Thr Ala Gly Thr Cys Tyr

346

Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro
Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe
Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys
Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val
Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln Val Tyr Thr
Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu
Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe Ser Cys
Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
Leu Ser Leu Ser Pro Gly Lys

347

Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro
Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe

348
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Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys
Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val
Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
Leu Ser Leu Ser Pro Gly Lys

Glu Leu Lys Thr Pro Leu Gly Asp Thr Thr His Thr Cys Pro Arg
Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg
Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg
Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg
Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe
Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu
Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val
Gln Phe Lys Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
Thr Lys Pro Arg Glu Glu GIn Phe Asn Ser Thr Phe Arg Val Val
Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu
Lys Thr Ile Ser Lys Thr Lys Gly GIn Pro Arg Glu Pro Gin Val
Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val
Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn Asn Tyr Asn Thr
Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Ile Phe
Ser Cys Ser Val Met His Glu Ala Leu His Asn Arg Phe Thr Gln
Lys Ser Leu Ser Leu Ser Pro Gly Lys

349

Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro
Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
Asp Val Ser His Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val
Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu
Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr
Lys Gly GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser
Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val
Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu Asp
Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
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Ser Arg Trp Gln GIn Gly Asn Val Phe Ser Cys Ser Val Met His
Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
Pro Gly Lys
Glu Ser Lys Tyr Gly Pro Pro Cys Pro Ser Cys Pro Ala Pro Glu| 351
Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr
Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
Glu GIn Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala
Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser
GlIn Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val
Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
’ Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys
Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His
Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
Leu Gly Lys
Glu Xaa Lys Ser Xaa Asp Xaa Thr Val Pro Cys Pro Xaa Cys Pro| 352
Ala Pro Glu Leu Leu Gly Gly Xaa Xaa Xaa Xaa Xaa Xaa Xaa
Xaa Xaa Xaa Xaa Xaa Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val
Val Val Asp Val Ser His Glu Asp Pro Glu Val Xaa Phe Asn Trp
Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
Glu Glu GIn Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr
Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys
Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys
Ala Lys Xaa Gly Gln Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro
’ Pro Xaa Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
Glu Ser Asn Gly Gln Xaa Xaa Pro Glu Asn Asn Tyr Lys Thr Thr
Pro Pro Met Leu Asp Ser Asp Gly Xaa Xaa Xaa Ser Phe Phe
Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly
Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys Xaa Xaa

HHRY BRI EAMIOZ Y o F A EFcETPOR B & %
BICRABIZD A EZBRRARASTHEEBEZ 62 83 4
g)E MmN 6 MPLE B B 50 mM Tris ~ 8 mM DTT(pH 9)(10

ml)y » Bl o 2 R125W/V)HFFZEEZ2 MG ~ 50 mM
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Tris ~ 4 mM¥ B i 8 ~ 1| mMpBt Bz (pH 8.5)F 8 BB 2 &4
BRI RBEHREERIHKREBTE - HI4CHRHET >
B ERIRBERAANEBENBEHARY - BAEWHEK
JE #p ¥3 3 48/ 85 » H 4 % & SDS-PAGER # 48 HPLC3F # %
R

#R2-TRFERGILL BAEEREZTEAATEUZ M
Bk ~ 50 mM Tris(pH 8.5)F B A B REXIHKRBAHER
B ER BEZA2EABERITHEHERAKETE &
M R2%F A B M 2ZPBSk #% - A 50 mM NaOAc(pH 3)& & Bk
A, AHR14% F 210 mM NaOAc~ 50 mM NaCl(pH 5)
PR PR  BRBELABZREOAZERALEAN
2410 mM NaOAc -~ 50 mM NaCl(pH 5)F # =z SP Sepharose
HP M # F % # 4 (Pharmacia) b - 4 % SRR B 3 5 A B M4
50-500 mM NaCl# Z 358 » R L EHZE 42 mg/mle &
SDS-PAGE & RP-HPLC 3t £ Fc 3B TPO# #% # 2 & & % 4
oo AEFEBARANBRAEADHKRE PR RAFCETPOE B H 2T K &
2 A -

%10%] 3 ASEQ ID NO: 3z Fc3 ¥ 2z — & TPO# # Bk
“RERXB R -

£10-FcE + 2 TPO# # B

BB A5 SEQ ID
NO:

FcZ H49/E50

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT 353
CVVVDVSHGGQGCSSGGPTLREWOQOCRRMOQHSGGE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT

121612.doc -138-

€85



1360552

VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVEFSC
SVMHEALHNHYTQKSLSLSPGK

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHGGQGCSSGGPTLREWOOQCVRMQOHSGGE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK

354

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHGGQGCSSGGPTLREWOQOCRRAQHSGGED
PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

355

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHGGQGCSSGGPTLREWOQOCVRAQHSGGED
PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

356

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHGGLDMEGPTLRHWLAARANGGGEDPEVK
FNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHE
ALHNHYTQKSLSLSPGK

357

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHGGYMMEGPTLRHWLATRAGRGGEDPEV
KFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYT
LPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

358

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHGGTHIEGPTLRIWLASRAKAGGEDPEVKF
NWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY

359
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KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHE
ALHNHYTQKSLSLSPGK

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHGGSAIEGPTLRHWLAWRAMLGGEDPEVK

FNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL

PPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHE

ALHNHYTQKSLSLSPGK

360

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHGGWMMEGPTLRHWLAARARYGGEDPEV
KFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYT
LPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

361

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHGGAWMEGPTLRHWLAARAAYGGEDPEV
KFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVYT
LPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

362

FcZE Y77/N78

MDK THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYG
GQGCSSGGPTLREWOQOCRRMOQHSGGNSTYRVVSVLT

VLHQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREP
QVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSC

SVMHEALHNHYTQKSLSLSPGK

363

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYG
GQGCSSGGPTLREWOOCVRMOHSGGNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK

364

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYG
GOGCSSGGPTLREWOQOCRRAQHSGGNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQ

365
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PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYG
GOGCSSGGPTLREWQOCVRAQHSGGNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFEFSC
SVMHEALHNHYTQKSLSLSPGK

366

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYG
GLDMEGPTLRHWLAARANGGGNSTYRVVSVLTVLHQ
DWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYT
LPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

367

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYG

GYMMEGPTLRHWLATRAGRGGNSTYRVVSVLTVLHQ

DWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYT
LPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN

YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

368

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYG
GTHIEGPTLRIWLASRAKAGGNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHE
ALHNHYTQKSLSLSPGK

369

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYG
GSAIEGPTLRHWLAWRAMLGGNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHE
ALHNHYTQKSLSLSPGK

370

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYG

GWMMEGPTLRHWLAARARYGGNSTYRVVSVLTVLHQ
DWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYT

LPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN

YKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK |

371
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MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYG

GAWMEGPTLRHWLAARAAYGGNSTYRVVSVLTVLHQ

DWLNGKEYKCKVSNKAILPAPIEKTISKAKGQPREPQVYT
LPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN

YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

372

FcZK107/A108

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKGGQGCSSG
GPTLREWQOCRRMQHSGGALPAPIEKTISKAKGQPREP
QVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK

373

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKGGQGCSSG
GPTLREWQOCVRMQHSGGALPAPIEKTISKAKGQPREP
QVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK

374

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKGGQGCSSG
GPTLREWQOCRRAQHSGGALPAPIEKTISKAKGQPREP
QVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK

375

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKGGQGCSSG
GPTLREWQOCVRAQHSGGALPAPIEKTISKAKGQPREP
QVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK

376

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN

STYRVVSVLTVLHQDWLNGKEYKCKVSNKGGLDMEGP
TLRHWLAARANGGGALPAPIEKTISKAKGQPREPQVYT

LPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN

YKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

377
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MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKGGYMMEG
PTLRHWLATRAGRGGALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGK

378

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKGGTHIEGPT
LRIWLASRAKAGGALPAPIEKTISKAKGQPREPQVYTLP
PSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEA
LHNHYTQKSLSLSPGK

379

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN

STYRVVSVLTVLHQDWLNGKEYKCKVSNKGGSAIEGPT
LRHWLAWRAMLGGALPAPIEKTISKAKGQPREPQVYTL
PPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHE

ALHNHYTQKSLSLSPGK

380

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKGGWMMEG
PTLRHWLAARARYGGALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGK

381

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKGGAWMEGP
TLRHWLAARAAYGGALPAPIEKTISKAKGQPREPQVYT
LPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

382

Fc3% 1.139/T140

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVL
HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSRDELGGQGCSSGGPTLREWOQOCRRMOHSGG
TKNQVSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

383
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MDK THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVL

HQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQV
YTLPPSRDELGGQGCSSGGPTLREWOQCVRMOQHSGG
TKNQVSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

384

MDK THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVL

HQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQV
YTLPPSRDELGGQGCSSGGPTLREWOQCRRAQHSGGT
KNQVSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

385

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAK TKPREEQYN
STYRVVSVLTVL

HQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQV
YTLPPSRDELGGOQGCSSGGPTLREWQQCVRAQHSGGT
KNQVSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

386

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVL
HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSRDELGGLDMEGPTLRHWLAARANGGGTKNQ
VSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

387

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLIVL

HQDWINGKEYKCKVSNKALPAPIEK TISKAKGQPREPQV
YTLPPSRDELGGYMMEGPTLRHWLATRAGRGGTKNQ
VSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

388

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVL
HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV

389
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YTLPPSRDELGGTHIEGPTLRIWLASRAKAGGTKNQVS
LTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN

STYRVVSVLTVL

HQDWILNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQV
YTLPPSRDELGGSAIEGPTLRHWLAWRAMLGGTKNQV
SLTCLVKGFY

PSDIAVE WESNGQPENNYK TTPPVLDSDGSFFLYSKLTVD

KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

390

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVL
HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSRDELGGWMMEGPTLRHWLAARARYGGTKNQ
VSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

391

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVL
HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSRDELGGAWMEGPTLRHWLAARAAYGGTKNQ
VSLTCLVKGFY ‘
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

392

Fc# E169/N170

MDK THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN

STYRVVSVLTVLHQDWLNGKEYKCK VSNKALPAPIEKTI

SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
JAVEWESNGQPEGGQGCSSGGPTLREWQQCRRMOHS

GGNNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK

393

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPEGGQGCSSGGPTLREWOQOCVRMOQHS
GGNNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK

394
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MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPEGGQGCSSGGPTLREWOOQCRRAQHSG
GNNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

395

MDKTHTCPPCPAPELLGGPS VFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPEGGQGCSSGGPTLREWOOQCVRAQHSG
GNNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

396

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPEGGLDMEGPTLRHWLAARANGGGNN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

397

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPEGGYMMEGPTLRHWLATRAGRGGNN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

398

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPEGGTHIEGPTLRIWLASRAKAGGNNY
KTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHE
ALHNHYTQKSLSLSPGK

399

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
JAVEWESNGQPEGGSAIEGPTLRHWLAWRAMLGGNNY
KTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHE
ALHNHYTQKSLSLSPGK

400

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN

401
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STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
JAVEWESNGQPEGGWMMEGPTLRHWLAARARYGGN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGK

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
JAVEWESNGQPEGGAWMEGPTLRHWLAARAAYGGNN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

402

Fcz£S181/D182

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSGGQGCSSGGPTLRE
WOOCRRMOQHSGGDGSFFLYSKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK

403

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN

STYRVVSVLTVLHQDWLNGKEYKCK VSNKALPAPIEKTI

SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSGGQGCSSGGPTLRE

WOQOQCVRMOHSGGDGSFFLYSKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK

404

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
TAVEWESNGQPENNYKTTPPVLDSGGQGCSSGGPTLRE
WOQCRRAQHSGGDGSFFLYSKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK

405

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSGGQGCSSGGPTLRE
WOQOQCVRAQHSGGDGSFFLYSKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK

406

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN

407
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STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSGGLDMEGPTLRHW
LAARANGGGDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN

STYRVVSVLTVLHQDWLNGKEYKCK VSNKALPAPIEKTI

SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
JAVEWESNGQPENNYKTTPPVLDSGGYMMEGPTLRHW
LATRAGRGGDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

408

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSGGTHIEGPTLRIWLA
SRAKAGGDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEA
LHNHYTQKSLSLSPGK

409

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSGGSAIEGPTLRHWL
AWRAMILGGDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

410

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSGGWMMEGPTLRHW
LAARARYGGDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

411

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSGGAWMEGPTLRHW
LAARAAYGGDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

412

FcZE G201/N202

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN

413
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STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR

WQQGGGQGCSSGGPTLREWQQCRRMOHSGGNVFSC
SVMHEALHNHYTQKSLSLSPGK

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR

WQQGGGQGCSSGGPTLREWQQCVRMQHSGGNVFSC
SVMHEALHNHYTQKSLSLSPGK

414

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WQQGGGQGCSSGGPTLREWQOCRRAQHSGGNVFSCS
VMHEALHNHYTQKSLSLSPGK

415

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
TAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR

WQQGGGQGCSSGGPTLREWQOQCVRAQHSGGNVFSCS
VMHEALHNHYTQKSLSLSPGK

416

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSR
WQQGGGLDMEGPTLRHWLAARANGGGNVFSCSVMH
EALHNHYTQKSLSLSPGK

417

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN.
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WQQGGGYMMEGPTLRHWLATRAGRGGNVFSCSVMH
EALHNHYTQKSLSLSPGK

418

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD

419
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TAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WQQGGGTHIEGPTLRIWLASRAKAGGNVFSCSVMHEA
LHNHYTQKSLSLSPGK

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT 420
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN

STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI

SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WQQGGGSAIEGPTLRHWLAWRAMLGGNVFSCSVMHE
ALHNHYTQKSLSLSPGK

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT 421
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI

SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WQQGGGWMMEGPTLRHWLAARARYGGNVFSCSVM

HEALHNHYTQKSLSLSPGK

MDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT 422
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI

SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
TAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WQQGGGAWMEGPTLRHWLAARAAYGGNVFSCSVMH

EALHNHYTQKSLSLSPGK

EARARIGGEH ZFcHR R AMBEZR G KRR =ZRYEH
MU P HELESERRNE HA L FLBIxHRLBEH
B A& T B »RCSB%& & & # B (http://www.rcsb.org/pdb/)
I:P o

A RAWIRE S 2 AMIgGl FcA 7 (SEQ ID NO: 3)¢ -
78 B 2 FcE & A7 SEQ ID NO: 428 ~ 429 ~ 431 ~ 432 -
434 ~ 435~ 437 ~ 439~ 441K 443 F o g % f B 2 4E 4T K AR
ERMSBTREBAEANERFINZTDRR T EHRREAN BHA
BAFRHZH S o FHB44EXNEMLELAHSEQ ID NO:
430 ~ 433 ~ 436 ~ 438 ~ 440 ~ 442 K 444 - — B HE B B B

SEQ ID NO: 438 » # DELTK(SEQ ID NO: 437)% ¥ =
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Leuy398 ThrigoZ ) - A 4bIg B P 2 T AABEM BT A LA R
WTr R
R BIgA- IgMRIgGH & 2 AHEFCE = 6] 7 M ik 4 8 /F

7 2 SEQ ID NO: 344% 351 - — &% & %] 3 4 ®» SEQ ID NO:

3529 -

# E P SEQ ID NO: 3% X FckH 7| 2 £ % /3 3 4 B &) #»

Ak m EBEAEAZIRIPMLEI H T -

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

SEQ ID NO:

434 ;
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

SEQ ID NO:

439 ;

121612.doc

3472352 2 SEQ ID NO: 428 ;
34723504352 2 SEQ ID NO: 429 ;
351" 2 SEQ ID NO: 445 ;

3472 352 2 SEQ ID NO: 431 ;
3475 348W 2 SEQ ID NO: 432 ;

349% 352 2 SEQ ID NO: 446 ;

350 2 SEQ ID NO: 447 ;
347 ~ 348 & 3527 2 SEQ ID NO: 435 ;
3495 2 SEQ ID NO: 448 ;
350 2 SEQ ID NO: 449 ;
3517 2 SEQ ID NO: 450 ;
347M 2z SEQ ID NO: 437 ;

34832 352 2 SEQ ID NO: 451 ;

347 ~ 348 ~ 350 ~ 351 23528 2 SEQ ID NO:

- 151 -

347 2 349 ~ 351 A 352 2 SEQ ID NO:
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7 ¥z & O

SEQ ID NO: 349 2 SEQ ID NO: 452 ;

SEQ ID NO: 347 ~ 348 % 351R" 2 SEQ ID NO: 441 ;

SEQ ID NO: 349 ~ 3504352 2 SEQ ID NO: 453 ;

SEQ ID NO:

443 ;

SEQ ID NO: 349m z SEQ ID NO: 426 ; &

SEQ ID NO:

3517 2 SEQ ID NO: 427 -

F 5 3 & % A Qre7/Pres A /3% Gis3/S1548 Z w8 £ 7T 46 38

A (EASEQIDNO: 32 %% ) st ¥4 B H ENIgGH
AP EAHEZIGARIGMA Z ¥ # R & &

ZEBAEEFEAN — B EFBAMILEIH o TF

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

121612.doc

3478 348 F % Hs3/Esy4 5
349% 2 H¢o/E 01 >
350% =z H49/Esq 5
351% 2 Qso/Es; :
3529 2 Hy12/Ens s
3478 348+ 2 Yg,/Ng, 5
349 % 2 Fy33/Njq9 5
350% 2 F77/Nqg s
3519 2 F13/Nqy s
352 % % Fi40/N141 5
347K 348 F 2 N;1o/Kq11
349 F 2 Ny 57/Kysg s

350% 2 Ni¢6/Kio7

-152 -
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SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

121612.doc

351 % 2 Nio7/Kjog 3
352 Z Nygo/Ky70
347 % 348F 2 L43/T 144
349 F Z Mygo/Th91 s
350 2 M 39/T14¢
351 F 2 Mi40/T 1415
3529 2 Mj04/Tags >
347%348F 2 Q7,Py72
349 % 2 Q318/Pai1y ;
350% Z Qi67/Pi6s s
351 % 2 Q,68/Pres
352 % 2 Qu32/Pass ;
3478 348¢% 2 E|73N74 ;
349 % Z Ej20/Naay s
350F Z E69/Ny70 >
3519 Z Ey7¢/Ny71 s
352 % % Ej34/Nj3s5 5
347R 348 F 2 Si3¢/Dg7 5
349 % 2 S,3,/Dj33 s
350 % 2 S,51/Dys2 ;
3519 % S152/Dy3g3 s
352% % S,46/Dasr s
347 % 348 F % G33/S139 s

349 F Z G234/S235 5
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« SEQ ID NO: 350% % G353/S1354 5

« SEQ ID NO: 351 % Z G54/S135 ;

« SEQ ID NO: 352 % 2 Gj45/S240

« SEQ ID NO: 347 & 348 % 2 Gy0s/Nage 5
« SEQ ID NO: 349 % 2 Gj5,/Nys3 3

« SEQ ID NO: 350 % 2 Gj01/Njoz ;

« SEQ ID NO: 351 % 2 G392/Njo3 5 &

« SEQ ID NO: 352 % x G,3/Npgo ©

AR TFEz A$HIgGl Fci (SEQ ID NO: 423)# & A

FcRn/Fci A4 2 & B % # 2z A & I1gG2A(SEQ ID NO:

o ¥ £ R4t — % K 5 (SEQ ID NO: 425) -

424)

#1153 AR ARBFHZL —SBFcAHFHNRRANSW/EANAK

zZ —S NS REBERFT
211-IgGARA A RBEBAM L ZBREEF 5

B A B A7)

SEQ ID
NO:

Glu Gly Gly Gly Gly Gly Asp Lys Thr His Thr Cys Pro Pro Cys Pro
Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val
Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr
Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu
GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His
Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys
Ala Leu Pro Ala Pro lle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
Lys Asn GIn Val Ser Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
Ser Leu Ser Pro Gly Lys

423

Ser Val Phe Ile Phe Pro Pro Lys Thr Lys Asp Val Leu Thr Ile Thr Leu
Thr Pro Lys Val Thr Cys Val Val Val Asp Ile Ser Gln Asn Asp
Pro Glu Val Arg Phe Ser Trp Phe Ile Asp Asp Val Glu Val His Thr

424

121612.doc -154 -
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Ala GIn Thr His Ala Pro Glu Lys Gln Ser Asn Ser Thr Leu Arg Ser

Val Ser Glu Leu Pro Ile Val His Arg Asp Trp Leu Asn Gly Lys Thr

Phe Lys Cys Lys Val Asn Ser Gly Ala Phe Pro Ala Pro Ile Glu Lys

Ser Ile Ser Lys Pro Glu Gly Thr Pro Arg Gly Pro Gln Val Tyr Thr

Met Ala Pro Pro Lys Glu Glu Met Thr Gln Ser Gln Val Ser Ile Thr

Cys Met Val Lys Gly Phe Tyr Pro Pro Asp Ile Tyr Thr Glu Trp Lys

Met Asn Gly Gln Pro Gln Glu Asn Tyr Lys Asn Thr Pro Pro Thr Met

Asp Thr Asp Gly Ser Tyr Phe Leu Tyr Ser Lys Leu Asn Val Lys Lys

Glu Thr Trp GIn GIn Gly Asn Thr Phe Thr Cys Ser Val Leu His Glu

Gly Leu His Asn His His Thr Glu Lys Ser Leu Ser His

Ser Val Phe Ile Phe Pro Pro Lys Xaa Lys Asp Xaa Leu Xaa Ile Ser| 425

Xaa Thr Pro Xaa Val Thr Cys Val Val Val Asp Ile Ser Xaa Xaa Asp

Pro Glu Val Lys Phe Xaa Trp Phe Ile Asp Xaa Val Glu Val His Xaa

Ala Xaa Thr Xaa Xaa Xaa Glu Xaa GIn Xaa Asn Ser Thr Xaa Arg

Xaa Val Ser Xaa Leu Ile Leu His Xaa Asp Trp Leu Asn Gly Lys Xaa

Phe Lys Cys Lys Val Xaa Xaa Xaa Ala Xaa Pro Ala Pro Ile Glu Lys

Ser Ile Ser Lys Xaa Xaa Gly Xaa Pro Arg Xaa Pro Gln Val Tyr Thr

Leu Xaa Pro Xaa Lys Asp Glu Leu Thr Xaa Xaa Gln Val Ser Ile Thr

Cys Leu Val Lys Gly Phe Tyr Pro Xaa Asp Ile Xaa Xaa Glu Trp Xaa

Xaa Asn Gly Gln Pro Xaa Xaa Asn Tyr Lys Xaa Thr Pro Pro Xaa

Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Xaa Val Xaa

Lys Xaa Xaa Trp Gln GIn Gly Asn Xaa Phe Ser Cys Ser Val Leu His

Glu Ala Leu His Asn His His Thr Xaa Lys Ser Leu Ser Xaa

Lys Ser Arg Trp Gln Gln Gly Asn Ile 426

Lys Ser Arg Trp Gln Glu Gly Asn Val 427

Pro Pro 428

Asp Val Ser His Glu Asp Pro Glu - 429

Ser His Glu 430

Val His Asn Ala 431

Glu Glu Gln Tyr Asn Ser Thr 432

Tyr Asn Ser - 433

Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu 434

Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys 435

Asn Lys Ala 436

Asp Glu Leu Thr Lys 437

Leu Thr Lys 438

Asn Gly GIn Pro Glu Asn Asn 439

Glu Asn Asn 440

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser 441

Val Leu Asp Ser Asp 442

Lys Ser Arg Trp Gln Gln Gly Asn Val 443

Gln Gly Asn 444

Asp Val Ser Gln Glu Asp Pro Glu 445
(85
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Glu Glu Gln Phe Asn Ser Thr 446

Val Val His Gln Asp Trp Leu Asn Gly Lys Glu 447

Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys 448
Gly Gln Pro Arg Glu Pro

Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys 449
Gly Gln Pro Arg Glu Pro

Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Ala Lys Gly GIn Pro Arg| 450
Glu Pro

Glu Glu Met Thr Lys 451
Ser Gly GIn Pro Glu Asn Asn 452
Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser 453

2129 B EHcempld BLELHEFMHZHWTPOR E AR - ]
HMLEREFEXIUANTPOE B BLZF a2 HAER £ F
TPOM# # BR EFcB Z NR % R AFcR (BB # X Fcy )R &
L - FcEBAMNAXFARANEBREAHN $F 2M K EUS
2006/0140934%%k ¢ » 2 H ER A F XN EHHFALX
|

% 12-TPO# # A

B 5 5 - 5 SEQ ID NO:
CSSGGPTLREWQQCSRAQ 454
CSSGGPTLREWQQCQRAQ 455
CSSGGPTLREWQQCGRAQ 456

138 % 5 Rk E(Ang/mlA ¥4 ZPb EC50)> £% A
HMBEETFTAERAZ —BTPOM R ZREZT AT AN TRIGE
M SR AR ABEMPLE R 832D fig A 4 £ AT 2 8
ER BT RAREAKRBENLE - LTPOF HI LMK H
AL EARmMplZE BE L 2 A HE32De i X IL-34K B M &
2R A G o BB E - KR ERHF @i E RN WO
95/26746F - Fcir F AR ZNRK® XCRKM &S - bk ¥ 2
— S TPOB # MW % EAFCE ¥ (£ A » # 2 Fc®& -(SEQ ID
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NO: X)) a4 a8 EExHBERARAKAIZINRNEE
#Fcy F (% A » #) o Fc-(SEQ ID NO:91)-(SEQ ID NO:
81)) a4 AABRAKZHME S H4ERZINKMREEHFC
S F(% R » # ko Fc-2X-(SEQ ID NO: 81)) -

213-— & TPORBE KR ZIZFH

Pb EC50

TPO#i#t 49 TPO# &4 ¥ At A Z AR A7 (ng/ml)
[Fc3-(SEQ ID NO: 454) |CSSGGPTLREWQQCSRAQ (SEQ ID NO: 454)  [0.28
[Fc32-(SEQ ID NO: 455)  |CSSGGPTLREWQQCQRAQ (SEQ ID NO: 455)  [0.27

c#&-(SEQ ID NO: 456) |CSSGGPTLREWQQCGRAQ (SEQ ID NO:456) .31
SEQ ID NO: 9 CSSGGPTLREWQQCRRMQ (SEQ ID NO: 9) 0.44
SEQ ID NO: 11 CSWGGPTLKNWLQCVRAK (SEQIDNO: 11)  |4.01
Fc-(SEQ ID NO:91)-(SEQMWMEGPTLRHWLEARARY (SEQ ID NO: 91)-
1D NO: 81) DMEGPTLRHWLAARANG (SEQID NO: 81)  0.65
SEQ ID NO: 103 'YMMEGPTLRHWLATRAGR (SEQ ID NO: 103)  [0.79
[Fc-(SEQ ID NO: 95) THIEGPTLRIWLASRAKA (SEQ ID NO: 95) 1.04
SEQ ID NO: 117 SAIEGPTLRHWLAWRAML (SEQ ID NO: 117)  [1.09
SEQ ID NO: 115 WMMEGPTLRHWLAARARY (SEQ ID NO: 115) [1.43
SEQ ID NO: 115 WMMEGPTLRHWLAARARY (SEQ ID NO: 115) [1.81
SEQ ID NO: 149 AWMEGPTLRHWLAARAAY (SEQ ID NO: 149) |1.84
SEQ ID NO: 171 WPMEGPTLRHWLAARAAR (SEQ IDNO: 171) [1.56
SEQ ID NO: 241 ICTEGCTLRLWLAERSRYV (SEQ ID NO: 241) 1.83
SEQ ID NO: 139 AIEGPTLRLWLEARRKQ (SEQ ID NO: 139) 1.89
SEQ ID NO: 128 'YYLEGPTLRHWLAARAYL (SEQ ID NO: 128)  ]1.82
Fc-2x-(SEQ ID NO: 81) [LDMEGPTLRHWLAARANG (SEQID NO: 81) .56
SEQ ID NO: 123 WVMEGPTLRHWLAARASL (SEQ ID NO: 123) []2.08
SEQ ID NO: 225 L TMEGPTLRHWLAARATR (SEQ ID NO: 225)  ]3.10
SEQ ID NO: 163 HPIEGPTLRLWLAARARA (SEQ ID NO: 163) 2.80

Zl4R X2 —LTPORBILE MW ETHRIRTH
MEM - R AR ABEMPLZ R 832D s U 4o b AT i 2
RERBREABARFIAA 4TI B I HERGTRNE
oo WTPOZE M A YW KR AANACEABEmMpl L B & %

Z B #32Dm B ZIL-3 K BMH B2 RE S »EHE - b

M B HimM il NWO 95/26746F - ¥ B R AEKMIT Y

121612.doc
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&

BE#w HERZEFHEHEZLAETHH® -

JF B A3~ 5501008200 pg/kgz AR R A E R %
HIOPABLBERITRIEHRRAA L M RESEMGEHEER
@S EBRBREFLETFEL « "+t+++"2 EF B R EMIE TS E N
"tz FERRNFHRETRREFSE  EALFHRARE A
% 0 R4 T Z 2R ANHETPOR B IEAE MU FRT » # -

Fc-(SEQ ID NO: 9) (M19A)35 5= #£ SEQ ID NO: 9z 194
R A B R XM®BAE % - Fc-(SEQ ID NO: 9) (R17TV)# F& £
174/ B R B R Z REVE# - B b » Fe-(SEQ ID NO: 9)
(R17V/M19A)% 5« £SEQ ID NO: 9+ £ R BB K 5 174
RZREVEMBIIM R ZIMEAE K - 214F 2FcB(F ¢
#%)(SEQ ID NO: )& ANK® 2 w @& et mA
CR¥ 2z h B EmEEMMBEAMEBELIZITI4OR # SEQ ID
NO: 945 AFcz BB ¥ - 214% 2 Fc#® (# #%)(SEQ ID NO:
NETHEANKRBS ZCR 2 hE G BEMBAEAEMLE
L139/T140%& % SEQ ID NO: 945 AFcZz B & ¢ -

AI4-FRIRZFRATPOR B R AT A E EH

HE R g B %8sk ERA

ECso(pM) | ECs50(95% CI)
Fc-(SEQ ID NO: 9) 14.6 8.9 - 24.0 Iy
Fc-(SEQ ID NO: 9) (M19A) 10.4 8.0-13.6 Fu—
Fc-(SEQ ID NO: 9) (R17V) 25.1 14.0-45.2 T
Fc-(SEQ ID NO: 9) (R17V/M19A) 5.5 3.6-8.4 o+
FcE (R~ #1#%)(SEQID NO: 9) 12.7 9.1-17.7 o+
Fc# (#4%)(SEQ ID NO: 9) 13.7 10.1-18.5 | ++++
Fc3E (R #4#R17V) 5.7 42-1.7 R
FcE(H4R17V) 9.9 6.9 - 14.0 A

5
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2158 — S RELAF A —LTPOE B LS H 2 F RN
EM oo K15 ZFcE (X #4)(SEQID NO: 9)% &~ ANX
Wz oA EEMMBAAMELIZNTI40K % SEQ ID NO:
9% AFcZz BB ¥ - £15% 2 Fc® (K # # )(SEQ ID NO:
243)k T ANK M 2w BAHEEMBARCRKHR I & EH
BB M ra A A ELI39/T1404 4% SEQ ID NO: 2434 A Fc
ZHREEF - RISY 22 HERLEBARIAR"-C'ATELL
bz B KMA(SEQ ID NO: 9+ 2 ¥ gz s 5 Ak 42 W % &1
) RIST2HERLBARZIAA"XL"ATHEHBILZ
X B M KX (SEQ ID NO: 9% 2 ¥ m s st M H 5 gt) o
AISTP 2 HERLIBARZIABR"-REAV"ATHAEAREKR
XHHBAZRASY o K15% Z Fci (# 4 )(SEQ ID NO: 9
243 %24 A T ANR B I H A HHBEMBARCEK N 2
WE H BB R A £ EL139/TI404& #% SEQ ID NO: 9 »
243 %, 2443EANFcZ B E ¢ -

32Dcl23/Mplém i 2 TPOK B M ¥ 5 & 1 & A CD34+4
M2 g ItANERTPOR LS FRIKAE - £ &
— R EF EEXRACDOI X aREX eI B R4 A
FERAEM@BLILIHESLH HAHERL > EREXT

RABHAHNE A B2 M #H B (Fc-2X-(SEQ ID NO:

337)FF B Rl 2 % {E (4 BB ¥ HE K 4 1) & POC - 4
32Dcl23/Mpl¥ R R T H BB > TEFTED ZRBAE
BHAEACD3M+45 it e P HEBEEAS TFTERBERIBHLHB L &HF

FHh=ZRBE o
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CD34+% #t 35 H R Z

X100 ng/mL& &4 A % @ e B + (rhSCF » Amgen, Inc.)
# %z StemPro-34 % o F 3t H A AL KB AEE -
CD34+m B £ B & All Cells, Inc.Ar 3t ## 2 £ % ~ G-CSF#%
B At B o fifE B 5-20x10°48 CD34+%m fls /7L 2 967, #& & # 4T
iR E®m -

% 2 pug/mLA& 0.6 pg/mLz i E & # &5 — TPO# # 1t
EH(RAKRBI)ZREER  BHRHEZRYZE—F H45
AEAAISOMA /AL (20 plik A 2 &R & 200 )z 4 kB £
Eohoorl aa @z £ B £ AT1:10:8 & % % L % 45200~ 60~
206~2-06&02 ng/mLzZ B EH & - % > HRraH
L2100 plér # 2 %5 — 9678 ¥ B 5 /w B B % N SP3438 %
A (24100 ng/mL SCF# £ )¥ 2100 pnl(5-20,00018 CD34+4a
B)Z mpe o BRLSFXTHRELREAL100 3010~ 3>
1.0~ 0.3%0.1 ng/mL -

W m e HE B AESY% CO,~ 100%#3 BT A F A3TCT 2
TR - B % > £967L% + (& # BD BiosciencesH £ )HA 2
# # (0.144 % )/ 7L FITC-CD15 % 0.5#% # (0.144 % )/ 7L APC-
CD6 IR BERANHUHB B mbBre HBAEIHT  BI
pl(0.05 pg)ytbt A 2 A EH —~ LT U B L afo it & - &
BEFSC/SSCHEMERAMILARHBRZITREN Tl - £
FACSCaliburii & 4= B % (Beckton Dickinson) E % B & # o
32Dcl23/Mpl $m jt; % 5 # &

£37CTF ~ 5% CO, % 3 32Dcl23/Mplém fig 3¢ £ 7 4 4

121612.doc - 160 -

€575



1360552

10% FBS ~ PGS(10018 ¥ 41 /£ # # & & # G# (penicillin G
sodium) ~ 100 pg/mL A% B 4& & % -~ 292 pg/mL L-4% BZ & A% )
A5 ng/mL& #IL-32 MEM ¥ - & Beckman Coulter Vi-Cell
XR 4 % (Beckman Coulter Inc., Fullerton, CA)%E § K #» 80%
Z B EN o

HAEBE—FH @ L > $B32Dcl23/Mplm i £ & K32 K £
PhBEAR ARIxI0Emm/EA e RERE -
A 60,0008 4m B8 /FL (60 H /L)X e fo % B % ta e 2 % 964L
Costar[Bl K & ¢ -

HARLSTFRIBZEEHRBENLERBRRE T XK F 40
ng/mLZ 0.0] ng/mLz # € &£ B - #6660 A LHBEZHKE
HAwEASHE60 nL260,0008m/FLxtafl P - 8K
B2z AN COHAEBHATHF240F - HF > RE
¥ 2zRA LT A Promega CellTiter-Gloik # ( B 4 %
GISTQ) N e B AU RAR L ERN@BATP - A o F %
Z LMax %44 % (Molecular Devices Inc., Sunnyvale, CA)&
U S R A
EM»H

AErA oS/ MEORARARLARIBR I T oBR
Bl » AFCS Express 3.0)JR Rk B R E AR CD6lx o 9 B
S £ o L Spotfire DecisionSite 8.2. 1) Rég H B E W B -
8t 3f 747

HEHBRERFHAEALSD R B HZEEH M T > ECso
4% X GraphPad Prism 401 E £ B A XA TFTSHEHEH
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By RS HE
Y=min+(max-min)/(1+10~((LogEC50-X)))

h EYXAEREHY AYRE® EMAE -

- £15-TPO# B BLE A F B

HERET RS B #CD34+
32Dcl23/ ZEC50
M)
FcE (R #4#4)(SEQ ID NO: 9) 13 0.1
Fc3E (#4%)(SEQ ID NO: 9) 15 2
’ Fc# (R #4%)(SEQ ID NO: 243) 6 5
Fc-(SEQ ID NO: 9) (M19A) 10 6
Fc-(SEQ ID NO: 9) (R17V/M19A)-C 5 6
Fc-(SEQ ID NO: 9) (R17V/M19A)-XL 9 5
Fc-(SEQ ID NO: 9) (R17V)-XL 15 5
Fc-(SEQ ID NO: 9) (R17V)-i& 4% 11 0.01
Fc-(SEQ ID NO: 9) (R17V) 25 3
Fc-(SEQ ID NO: 9) 15 5
Fc¥ (#4%)(SEQ ID NO: 243) 10 5
Fc3E (#4#5)(SEQ ID NO: 244) 12 0.6
Fc-2X-(SEQ ID NO: 337)(K5t #} B3) 15 4.5

RELABZERMAKAR LRI Z - LETPOE BB AE DA TRN

P :ivsnsrEy - BivzalRAAFABRTE

# (AUC) & & & # % - GraphPad Prism 4.1 #& 3 &% 2

(GraphPad Software, Inc., San Diego, CA)A # 3 ¥ & /) &

B BAERAREEFRTIFREBAZIHEL LR & RY(U)=

# 2 Y(E-D)+0.5[Y(>U-1)+Y(D)][X(1)-X(i-1)] B ¥ # B (Fc-

2X-(SEQ ID NO: 337) A 215 7c X E 5w F B MK

B —L2TPORBHEKRATPOE M4 Z o A AL AL
HUABVAFZIT R IDREREAF XK -

€859
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ABHRO AT AR — KRBT ULBEARFEREAMD
H R CEFAMEBAXFRIEZAZAIFHNRESHH R
TTHAEALFSZEILRGEH -

[EXHERRA]

BIARBIBEFTTANAEALFcabbsHh 2 AR
IgGleyH ~MHFcE L H B A% A Y A% (SEQ ID NO: 154
5-3'M % 2 %4 > SEQ ID NO: 243'-5'B 3k = & # & |
HESEQIDNO:3A4Frsh Bz A8 F5)-

B2R T& T8 B RAH%EHZTPOH 16 & # (100
ng/kg)z N R B E M RN ARE -

B3R FTEHAEANRLTHHEHB AL AITPOR &
1t 4 # (100 pg/kg)Z N & 9 6] T o AR -

B4R T EHBZE AN RS THHHEB I AFTAITPOR &
1t A (34 3-200 pg/kgz Bl )X A 89 6~ M o ARAE o
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<110>
<120>
<130>

<140>
<141>

XBRRENT
R/ MRERZIEY
01017/42314A

096122147
2007-06-20

<150>
<151>

<150>
<151>

<160> 456
<170>
210> 1

<211> 684
<212> DNA
<213>

<400> 1
atggacaaaa

gtcttcctet
acatgcgtgg
gacggegtgg
taccgtgtgg
aagtgcaagg
aaagggcage
aagaaccagg
gagtgggaéa
tccgacgget
gggaacgtct

agcctetece

<210> 2

gA

US 60/844,301
2006-09-13

US 60/814,990
2006-06-19

ctcacacatg

tcccececcaaa

tggtggacgt

aggtgcataa

tcagcgtcct

tctccaacaa

cccgagaacc

tcagcctgac

gcaatgggca

ccttettect

tctcatgctc

tgtctecggg

121612-5 | & .doc

PatentIn version 3.3

tccaccttgt

acccaaggac

gagccacgaa

tgccaagaca

caccgtcctg

agccctccca

acaggtgtac

ctgeetggtce

FFyl&

ccagecteegg

accctcatga

gaccctgagg

aagccgeggg

caccaggact

gcecccatceg

accctgceccc

aaaggcttct

gccggagaac aactacaaga

ctacagcaag ctcaccgtgg

cgtgatgcat gaggectctge

taaa

aactcctggg

tctcecggac

tcaagttcaa

aggagcagta

ggctgaatgg

agaaaaccat

catcccggga

atcccagega

ccacgectee

acaagagcag

acaaccacta

gggaccgtca

ccetgaggtce

ctggtacgtg

caacagcacg

caaggagtac

ctccaaagcc

tgagctgacc

catcgecgtg

cgtgetggac

gtggcagcag

cacgcagaag
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211>
<212>
<213>

684
DNA
BA

<400> 2
tacctgtttt

cagaaggaga
tgtacgcace
ctgeegeace
atggcacacc
ttcacgttce
tttccegteg
ttcttggtce
ctcaccctct
aggctgeega
cccttgcaga
tcggagaggsg
<210> 3
<211> 228
<212> PRT
Q213> AL

<220>
223>

<400> 3

gagtgtgtac
aggggggttt
accacctgea
tccacgtatt
agtcgcagga
agaggttgtt
gggetettgg
agtcggactg
cgttacccgt
ggaagaagga
agagtacgag

acagaggccc

FF51

RR

aggtggaaca

tgggttectg

ctcggtgett

acggttctgt

gtggcaggac

tcgggagggt

tgtccacatg

gacggaccag

cggectettg

gatgtcgttc

gcactacgta

attt

ggtcgaggcec

tgggagtact

ctgggactcc

ttcggegeee

gtggtectga

cgggggtage

tgggacggse

tttccgaaga

ttgatgttct

gagtggcacc

ctccgagacg

ttgaggaccc

agagggcctg

agttcaagtt

tcctcgteat

ccgacttacc

tcttttggta

gtagggccct

tagggtcgcet

ggtgeggagg

tgttctegte

tgttggtgat

ccctggeagt

gggactccag

gaccatgcac

gttgtcgtge

gttcctcatg

gaggtttcgg

actcgactgg

gtagcggceac

gcacgacctg

caccgtegtce

gtgegtette

60

120

180

240

300

360

420

480

540

600

660

684

Ala Pro Glu Leu Leu
15

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro
1 5 10

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
- 20 25

Pro Lys Asp Thr Leu
30

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val
35 40

Val Val Asp Val Ser
45

His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

121612-% %] % .doc
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50 55 60

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
65 70 75 80

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
- 85 90 95

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
115 120 125

” Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
130 135 140

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
145 150 155 160

Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
180 185 190

“ Val Asp Lys Ser Arg Trp Gln Gin Gly Asn Val Phe Ser Cys Ser Val
195 200 205

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
210 215 220

Ser Pro Gly Lys
225

<210> 4

211> 8

<212> PRT
213> AILFFI

121612- 5 %} & .doc -3-
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220>
<223> SRR

<400> 4
. Gly Gly Gly Lys Gly Gly Gly Gly
-1 5

<210> §

211> 8

<212> PRT
213> ALFFY

<220>
<223> ESHERK

<400> 5

‘ Gly Gly Gly Asn Gly Ser Gly Gly

1 5

<210> 6

<211> 8

<212> PRT
213> ALFEF

<220>
<223> BREAK

<400> 6

Gly Gly Gly Cys Gly Gly Gly Gly

. 1 5
<210> 7
<211> 4
<212> PRT
213> ATLF%

<220>
<223> BRAR

<400> 7

Gly Pro Asn Gly
1

<210> 8

121612-4 %] % .doc -4.
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Ll1> 22
<212> PRT
Q213> ALFR3

<220>
. <223> éﬂﬂt

<400> 8
Gln Gly Cys Ser Ser Gly Gly Pro Thr Gln Arg Glu Trp Leu Gln Cys
1 5 10 15

Arg Arg Met Gln His Ser
20

<210> 9
” Q1> 22

<212> PRT

213> ALF%

<220>
<223> ERBK

<400> 9

Gln Gly Cys Ser Ser Gly Gly Pro Thr Leu Arg Glu Trp GIn Gln Cys
1 5 10 15

Arg Arg Met Gln His Ser
20

210> 10
211> 22
<212> PRT
213> ALF%

<220>
<223> EREK

<400> 10

Gln Gly Cys Ser Trp Gly Gly Pro Thr Leu Lys Ile Trp Leu Gln Cys
1 5 10 15

Val Arg Ala Lys His Ser
20

121612-/ %] %k .doc -5-
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<210> 11
Q11> 22
<212> PRT
Q213> AL

- <220>
<223> B

- <400> 11
Gln Gly Cys Ser Trp Gly Gly Pro Thr Leu Lys Asn Trp Leu Gln Cys
1 5 10 15

Val Arg Ala Lys His Ser

20
‘ <210> 12

211> 22
<212> PRT
Q213> ALFF

<220>
<223> HER

<400> 12
Gln Gly Cys Ser Trp Gly Gly Pro Thr Leu Lys Leu Trp Leu Gln Cys
1 5 10 15

Val Arg Ala Lys His Ser
20

<210> 13
L211> 22
<212> PRT
213> AR

<220>
<223> BREK

<400> 13

Gln Gly Cys Ser Trp Gly Gly Pro Thr Leu Lys His Trp Leu Gln Cys
1 5 10 15

Val Arg Ala Lys His Ser
20

121612-F- 3 4 .doc -6-
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210> 14
QLil> 22
. <212> PRT
.- Q1> AR

. <220>
- 223> ASEK

<400> 14
Gln Gly Gly Cys Arg Ser Gly Pro Thr Asn Arg Glu Trp Leu Ala Cys
1 5 10 15

Arg Glu Val Gln His Ser
8o

<210> 15
<?211> 22
<212> PRT
213> ALFFY

<220>
<223> ERBk

<400> 15

Gln Gly Thr Cys Glu Gln Gly Pro Thr Leu Arg Gln Trp Pro Leu Cys

1 5 10 15
Arg Gln Gly Arg His Ser
20
<210> 16
Q211> 22
<212> PRT

213> ALFF

<220>
T 223> SRR

<400> 16

Gln Gly Thr Cys Glu Gln Gly Pro Thr Leu Arg Leu Trp Leu Leu Cys
1 5 10 ‘15

121612-5 ¥} % .doc -7-
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Arg Gin Gly Arg His Ser
20

Q10> 17
. <2ll> 22
. <212> PRT
213> ALRFF

< <220>
<223> SHERK

<400> 17

Gln Gly Thr Cys Glu Gin Gly Pro Thr Leu Arg Ile Trp Leu Leu Cys
1 5 10 15

” Arg Gln Gly Arg His Ser

20

<210> 18

211> 22

<212> PRT
Q213> ALY

<220>
<223> Sk

<400> 18
Gln Gly Cys Ser Ser Gly Gly Pro Thr Gln Arg Glu Trp Leu Gln Cys
1 5 10 15

Arg Arg Met Gln His Ser
20

<210> 19

- 211> 22
<212> PRT
213> ALF%

<220>
<223> EREIR

<400> 19

Gln Gly Cys Ser Ser Gly Gly Pro Thr Leu Arg Glu Trp Gln Gln Cys
1 5 10 15

121612-5 %) % .doc -8-
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Arg Arg Met Gln His Ser
20

- 210> 20
L211> 22
- <212> PRT
- Q13> AIFFI

<220> _
223> SRRk

<400> 20
Gln Gly Cys Ser Trp Gly Gly Pro Thr Leu Lys Ile Trp Leu Gln Cys
1 5 10 15

Val Arg Ala Lys His Ser
20

<210> 21

L2ll> 22

<212> PRT

213> AL

<220>
223> EEREK

<400> 21

Gln Gly Cys Ser Trp Gly Gly Pro Thr Leu Lys Asn Trp Leu Gin Cys
1".." 1 5 10 15

Val Arg Ala Lys His Ser
20

210> 22
211> 22

<212> PRT
213> ALFF%I

<220>
<223> SRR

<400> 22

121612-% %) & .doc -9-
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Gln Gly Cys Ser Trp Gly Gly Pro Thr Leu Lys Leu Trp Leu Gln Cys

1 5 10

Val Arg Ala Lys His Ser
. 20

. -<210> 23
« 211> 22
<212> PRT
Q213> A%

<220>
223> SRRk

<400> 23

” Gln Gly Cys Ser Trp Gly Gly Pro Thr Leu Lys Ile Trp Leu Gln Cys

1 5 10

Val Arg Ala Lys His Ser
20

210> 24
21> 22
<212> PRT
213> ALF%Y

. <220>
<223> EREK

<400> 24

Gln Gly Gly Cys Arg Ser Gly Pro Thr Asn Arg Glu Trp Leu Ala Cys

1 5 10

Arg Glu Val Gln His Ser
- 20

<210> 25
<<21ll> 22
<212> PRT
Q213> AR5

<220>
<223> BHEAK

121612-/ 1 % .doc : -10-
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<400> 25

Gln Gly Cys Ser Trp Gly Gly Pro Thr Leu Lys Leu Trp Leu Gln Cys
1 5 10 15

= Val Arg Ala Lys His Ser
20

<210> 26

211> 22

<212> PRT
213> A%

<220>
<223> EREK

” <400> 26

Gln Gly Thr Cys Glu Gln Gly Pro Thr Leu Arg Gln Trp Pro Leu Cys
1 5 10 15

Arg Gln Gly Arg His Ser
20

<210> 27
Q211> 22
<212> PRT
Q213> AL

<220>
223> Bk

“ <400> 27

Gln Gly Thr Cys Glu Gln Gly Pro Thr Leu Arg Gln Trp Pro Leu Cys
1 5 10 15

Arg Gln Gly Arg His Ser
20

<210> 28
A0

<212> PRT
Q213> AIFF

121612-# 3] 4% .doc -11-
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<220>
<223>

<220>

. <221>
- <222>
<223>

< <400>

misc_feature
4)..(4)
Xaa A BERIRRE 4 B

28

Glu Thr Leu Xaa Gln Trp Leu

1

<210>
211>
212>

” Q13>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

5

29

7

PRT
ALF%

(=127

misc_feature
4)..(4)
Xaa B ERIRAE L CIEER

29

His Thr Leu Xaa Gln Trp Leu

1

<210>
“ Q11>
<212>
<213>

<220>
<223>

<220>
221>
<222>
<223>

<400>

5

30

7

PRT
ANLFF

BEAK

misc_feature
(4)..(4)
Xaa AIB{ERIRAE &  FRE B

30

Lys Thr Leu Xaa Gln Trp Leu

1

.

5

121612-4 3 % .doc
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<210>
211>
<?212>

. <213>
- <220>
<223>

<220>
<221>
<222>
<223>

<400>

31
7
PRT

AL

=140

misc_feature
(4)..(4)
Xaa A] BRI RAE 4 & FEEBE

31

” Gly Thr Gly Xaa Gin Trp Leu

1

<210>
211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

. <223>

<400>

5

32

7

PRT
ALFF

BRAR

misc_feature
(4)..(4)
Xaa O] BAEMTRREE Z FEEER

32

Pro Thr Leu Xaa Ile Trp Leu

1

<210>
211>
212>
<213>

<220>
<223>

<220>

5

33

7

PRT
ALF%

B AR

121612-% 3] % .doc
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<221> misc_feature
222> (4)..(4)
<223> Xaa AIB{EMRAELEC EEE

<400> 33

- Pro Thr Leu Xaa Leu Trp Leu
| 5

<?210> 34
Q21> 17

<212> PRT
Q213> ALF5

<220>

<223> BEREK

<220>

<221> misc_feature

<222> (4)..(4)

<223> Xaa F]BERRKAEECHEERE

<400> 34

Pro Thr Leu Xaa Glu Trp Phe
1 5

<210> 35
21> 7

<212> PRT
Q213> AL

“ <220>

<223> AR

<220>

<221> misc_feature

<222> (4)..(4)

<223> Xaa AL RARE L IEEE

<400> 335

Pro Thr Leu Xaa His Trp Leu
1 5

<210> 36
Lll1> 7

121612-A %] % .doc -14 -
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<212> PRT
213> AIFF

<220>
<223> ERRK

<220>

<221> misc_feature

<222> (4)..(4)

<223> Xaa AJBEMRARELEZREEEE

<400> 36
Pro Ile Leu Xaa Glu Trp Leu
1 5
’ 210> 37
Lll> 7
<212> PRT

213> ALK

<220>
<223> HEEK

<220>

<221> misc_feature

222> (4)..(4)

<223> Xaa AIB{EMRKAELEZEER

<400> 37

“ Lys Thr Leu Xaa Glu Trp Leu
1 5 .

<210> 38
211> 7

<212> PRT
213> ALFF

<220>
<223> EFRK

<220>

<221> misc_feature

<222> (4)..(4)

<223> Xaa A BERIRARESE < EEE

121612-4 %) 4% .doc -15-
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<400> 38

Pro Thr Leu Xaa Leu Trp Leu
| 5

- 210> 39
Q211> 7
. <212> PRT
- Q13> AIFRF

<220>
<223> BEBK

<220>
<221> misc_feature
<222> (4)..(4)
” 023> Xaa W BAERIRARE &2 Hsw

<400> 39
Pro Met Leu Xaa Glu Trp Leu
1 5

<210> 40
Q11> 7

<212> PRT
213> A%

<220>
<223> SRR

<220>
<221> misc_feature

<222> (4)..(4)

<223> Xaa WRETRRELZHEER
<400> 40

‘Pro Thr Leu Xaa Asn Trp Leu

1 5

<210> 41

211> 17

<212> PRT
213> ALFF

<220>

121612-4 %) 4% .doc -16 -
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<223>

<220>

<221>

- <222>
- 223>

. <400>

=124

misc_feature
(4)..(4)
Xaa AL RARELE w BB

41

Pro Pro Leu Xaa Glu Trp Leu

1

<210>
<21l>
<212>
<213>

‘ <220>

<223>

<220>
<221>
<222>
<223>

<400>

5

42

7

PRT
ALF3

=127

misc_feature
(4)..(4)
Xaa A BAEARRE £ FREEL

42

Pro Thr Gln Xaa Glu Trp Gln

1

<210>
<L211>
“ <212>
<213>

<220>
<223>

<220>
221>
<222>
<223>

<400>

5

43

7

PRT
ALF5

=130

misc_feature
(4)..(4)
Xaa W] BEMCRAE A EER

43

Pro Thr Leu Xaa Glu Trp Ser

1

5

121612-# 3| % .doc
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<210>
<211>
<212>
<213>

- <220
<223>

<220>
<221>
<222>
<223>

<400>

44
7

PRT
ALFF3

=140

misc_feature
4)..(4)
Xaa B AIRAELE  FEEE

44

Pro Thr Tyr Xaa Glu Trp Leu

‘ 1
<210>
<211>

<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

. <400>

5

45

7

PRT
AL

BRAR

misc_feature
4)..(4)
Xaa A BAEMIRAELE Z FEEE

45

Pro Thr Ala Xaa Gln Trp Leu

1

<210>
211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

5

46

7

PRT
ALFF

BHEAK

misc_feature
(4)..(4)

121612-4 %} 4% .doc
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<223> Xaa OB R RAELE ZHEEE
<400> 46

Pro Cys Leu Xaa Gln'Trp Leu
| 5

. <210> 47
< Q11> 7
<212> PRT
Q213> AIFY

<220>
<223> ERRk

<220>
” <221> misc_feature
<222> (4)..(4)
<223> Xaa AJRERRAELE CHERE
<400> 47

Pro Thr Leu Xaa Phe Trp Leu
1 5

<210> 48
Q211> 7

<212> PRT
213> ALFFY

<220>
<223> Bk

<220>

<221> misc_feature

<222> (4)..(4)

<223> Xaa A]BAEMIRRE 4 FEBR

<400> 48
Pro Thr Gly Xaa Gln Trp Leu
) 1 5

<210> 49
211> 17

<212> PRT
213> ALILFHY

121612-4 %} & .doc -19-
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<220>
<223>

<220>

- <221>
- 222>
<223>

< <400>

misc_feature
(4)..(4)
Xaa B RAEE CRER

49

Pro Thr Leu Xaa His Trp Leu

1

<210>
211>
212>

‘ <213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

5 .

50
7
PRT

AZLF3

BRKER

misc_feature
(4)..(4)
Xaa V] BATLRIRRE £ 2 BREE

50

Pro Ile Leu Xaa Ile Trp Leu

1

'Ilhll' <210>

211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

5

51

7

PRT
ALF5

BRRRR

misc_feature
(4)..(4)
Xaa A BAE{TRRE & BB

51

Pro Thr Leu Xaa Leu Trp Leu

121612-4 %) % .doc

-20 -



1360552

<210>

211>

- 212>
- 213>

. <220>
© <223

<220>
<221>
<222>
<223>

<400>

52

7

PRT
ALFF

=130

misc_feature
(4)..(4)
Xaa A BSERRKAE S BRER

52

‘ Pro Met Leu Xaa Gln Trp Leu

1

<210>
<211>
<212>
T <213>

<220>
<223>

<220>
<221>

<222>
<223>

<400>

5

53

7

PRT
AL

misc_feature
4. .(4)
Xaa Bl BAER RAREE & VR EER

53

Pro Thr Leu Xaa Asn Trp Leu

1

<210>
211>
<212>
<213>

<220>
<223>

5

54

7

PRT
ALFF

BRAK

121612-4 35| %& .doc
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<220>

<221> misc_feature

<222> (4)..(4)

<223> Xaa AIBEAIRRELE < IRERE

. <400> 54

Pro Thr Pro Xaa Gln Trp Leu
- 1 5

<210> 55
211> 7

<212> PRT
213> AIF%

<220>
<223> Bk

<220>

<221> misc_feature

<222> (4)..(4)

<223> Xaa A|BAEAIRARELECRER

<400> 55
Pro Thr Leu Xaa Gln Trp Gln
1 5

<210> 56
<L2l1> 7

<212> PRT
213> ALFY

“ <220>
P

<223> EBEK

<220>

<221> misc_feature

<222> (4)..(4)

<223> Xaa R]BERIRRE & IRELEE
<400> 56

Pro Thr Leu Xaa Gln Trp Ser

1 5

<210> 57

. 121612-5 %] 4% .doc -22-
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<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

7
PRT
AL

AR

misc_feature
(4)..(4)
Xaa "B RAELE v FEEME

57

Pro Thr Thr Xaa Gln Trp Thr

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

5

58

7

PRT
ALFF

BEAK

misc_feature
4.4
Xaa O] BRI RAE L 2 IRE B

58

Pro Thr Leu Xaa Trp Trp Leu

1

<210>
211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<223>

5

59

7

PRT
ALFF

=124

misc_feature
4)..4)

Xaa Al SEMIRREAL R

121612-5 %) %&.doc
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<400> 59

Pro Thr Tyr Xaa Gln Trp Leu
1 5

<210> 60
211> 17

<212> PRT
213> AIF%

<220>
223> B

<220>
<221> misc_feature

” Q22> (4)..(4)
<223> Xaa W] B{TAIKAELECEER

<400> 60

Pro Thr Leu Xaa Glu Trp Phe
1 5

<210> 61
211> 7

<212> PRT
213> AILF%I

<220>
<223> B

<220>

<221> misc_feature

222> (4)..(4)

<223> Xaa A] BRI RARELE CIEEER

<400> 61
Gly Thr Leu Xaa Glu Trp Leu
1 5

<210> 62
Q11> 17

<212> PRT
Q213> AL

<220>

121612-% %) & doc -24-
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<223>

<220>

<221>

. <222>
- 223>

. <400>

misc_feature
(4)..(4)
Xaa Al B RREE CBER

62

Pro Thr Leu Xaa His Trp Leu

1

<210>
<211>
<212>
<213>

‘ <220>

<223>

<220>
<221>
<222>
<223>

<400>

5

63

7

PRT
AIFF

=122

misc_feature
4..4)
Xaa A/ BT RKAE L FRERR

63

Pro Ile Leu Xaa Glu Trp Leu

1

<210>
211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

5

64

7

PRT
ALFF

=122

misc_feature
(4)..(4)
Xaa A B RAREECHER

64

Pro Thr Leu Xaa Leu Trp Leu

1

5

121612-4 3 % .doc
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<210>
<211>
212>
<213>

- <220>
<223>

<220>
<221>
<222>
<223>

<400>

" 1

<210>
211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

65

7

PRT
ALFF

=154

misc_feature
(4)..(4)
Xaa Al BAEIRARE £ BER

65

Pro Thr Gln Xaa Glu Trp Leu

5

66
7
PRT

ALY

BRRK

misc_feature
(4)..(4)
Xaa Ol BRI RAE £ HEMR

66

Pro Thr Leu Xaa Glu Trp Ser

1

<210>
<L21ll>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

5

67

7

PRT
ALF%

ERAK

misc_feature
(4)..(4)

121612-5 5| % .doc
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<223> Xaa T BAEAIRAE 4 A
<400> 67

Pro Thr Leu Xaa Phe Trp Phe
1 5

<210> 68

21l> 7

<212> PRT
213> AIFFI

<220>
<223> ESHBK

<220>

<221> misc_feature

<222> (4)..(4)

<223> Xaa BRI RKAEL CHEER

<400> 68

Gly Thr Leu Xaa Gln Trp Leu
1 5

<210> 69
211> 7
<212> PRT

213> AILFF

<220>
223> B

<220>

<221> misc_feature

<222> (4)..(4)

<223> Xaa AR RRELE ZHEER

<400> 69
Pro Thr Leu Xaa Ile Trp Leu
1 5

<210> 70

211> 7

<212> PRT
Q213> AILFF

121612-5 | % .doc
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<220>
223> SHEBK

<400> 168
Asp Gly Met Glu Gly Pro Thr Leu Arg Leu Trp Met Ala Ala Arg Ala
1 5 10 15

Gly Glu

<210> 169
<211> 18
<212> PRT
213> AIF%

<220>
<223> SRR

<400> 169
Ala Ser Met Tyr Gly Pro Thr Val Ser Gln Arg Leu Ala Ala Arg Thr
1 5 10 15

Arg Gly

<210> 170
211> 18
<212> PRT
Q213> AR

<220>
223> AL

<400> 170
Pro Met Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 "10 15

Leu Arg

<210> 171
211> 18
<212> PRT
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213> AIFF3I

<220>
<223> SRRk

. <400> 17

Trp Pro Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
- | 5 10 15

Ala Arg

<210> 172
<211> 18
<212> PRT

" Qi3> ATFEF

<220>
<223> SRR

<400> 172
Val Gln Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Gly Arg Ala
1 5 10 15

Pro Asn

<210> 173
211> 18
<212> PRT
213> ALF7Y

<220>
<223> AR
<400> 173

His Gly Ile Glu Gly Pro Thr His Arg Gln Trp Leu Ala Ala Arg Ala
1 5 10 15

Asp Tle

<210> 174
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211> 18
<212> PRT
213> AIFF

<220>
. <223> AR

<400> 174
Gly Met Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

Met Leu

<210> 175
'.<211> 18

<212> PRT

Q213> ANIFFI

<220>
<223> ERRK

<400> 175
His Asp Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Leu Arg Ala
1 5 10 15

Thr Gly

<210> 176
<211> 18
<212> PRT
<213> AIFF

<220>
<223> BRREK

<400> 176

Asp Asn Met Glu Arg Thr Arg Arg Arg His Ser Leu Ala Ala His Phe
1 5 10 15

Met Leu
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Q10> 177
211> 18

<212> PRT
213> ANLFF

- <220>
<223> SRRk

<400> 177
Arg Asn Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

Asp Arg

‘ <210> 178

211> 18
<212> PRT
Q213> ALFF

<220>

<223> SRR

<400> 178

Trp Lys Phe Glu Gly Phe Thr Leu Arg Gln Trp Leu Thr Ala Arg Ala
1 5 10 15

Phe Gly

<210> 179
211> 18

<212> PRT
213> AILF%!

<220>
<223> SRR
T <400> 179
Arg Gly Met Glu Gly Pro Thr Leu Arg Gln Arg Leu Val Glu Arg Ala
1 5 10 15
Gln Met
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<210> 180
<211> 18
<212> PRT
Q213> AL

<220>
223> SHEBK

<400> 180

Asp Val Met Glu Gly Thr Thr Leu Arg Gln Trp Leu Ala Cys Arg Ala
| 5 ’ 10 15

” Leu Met

<210> 181
<211> 18
<212> PRT
213> ALF3

<220>
<223> AR

<400> 181
Arg Lys Met Glu Arg Ala Thr Leu Arg Gln Trp Leu Thr Ala Arg Ala
1 S 10 15

Asn Met

<210> 182
211> 18
<212> PRT
<213> ALF5Y

<220>
<223> BEAK

<400> 182

Gly Thr Lys Glu Gly Pro Thr Leu Arg Gln Trp Pro Ala Ala Arg Ala
1 5 10 15
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Asn Glu

<210> 183
. 211> 18
- 212> PRT
Q213> ALFFF

- <220>
<223> SRR

<400> 183

Cys Ala Iie Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala

1 5 10

” Ala Thr

<210> 184
211> 18

<212> PRT
213> AIFR5I

<220>
<223> HEEK

<400> 184

15

Leu Thr Met Glu Gly Pro Thr Leu Arg His Trp Leu Arg Ala Arg Ala

1 5 10

Tyr Ala

<210> 185

) 211> 18
<212> PRT
Q213> AIFFF

<220>
<223> SRR

<400> 185

15

Met Thr Met Glu Gly Pro Thr Leu Arg Gln Trp Phe Ala Ala Arg Ala

1 5 10
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Asp Thr

<210> 186
Qli> 18
. <212> PRT
Q13> AT

<220>
<223> BEERK

<400> 186
Ser Pro Met Glu Gly Pro Thr Leu Arg His Ser Ala Ala Gly Arg Pro
1 5 10 15

Trp Gly

<210> 187
211> 18

<212> PRT
213> AR5

<220>
<223> ERER

<400> 187

.. Val His Met Glu Asp Pro Thr Leu Arg His Gly Asn Ala Ala Arg Ala
1 S 10 15

Ala Glu

<210> 188
<2l1> 18

<212> PRT
213> AR5

<220>
<223> BRAK

<400> 188
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&o

Tyr Pro Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

Arg His

<210>
211>
<212>
<213>

189

18

PRT
AL

<220>
<223> BEAK

<400> 189
Gly Lys Thr Gln Gly Pro Lys Gin Leu Lys Trp Gln Val Gly Ser Ser
1 5 10 15

Leu Pro

<210>
<211>
<212>
<213>

190

18

PRT
AL

<220>
<223> HEEK

<400> 190

Gly Glu Met Glu Gly Pro Thr Leu Leu His Trp Arg Ala Ala Arg Ala
1 5 10 15

Met Gln

<210> 191
<211>
<212>
<213>

18
PRT
ALFF

<220>

<223> EmAk
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<400> 191

Ile Asn Met Glu Gly Pro Thr Leu Arg Leu Trp Leu Ala Ala Arg Ala
1 5 10 15

= Ala Ala

<210> 192
<211> 18
<212> PRT
Q213> AILFF

<220>
223> HRKER

” <400> 192

Phe Arg Ile Glu Gly Pro Thr Leu Arg Asn Trp Leu Ala Ala Arg Ala
1 5 10 15

Ala Lys

<210> 193
<211> 18
<212> PRT
213> ATLF3

<220>
<223> HRER

<400> 193
Gly Arg Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

His Pro

<210> 194
211> 18
<212> PRT
Q213> ALFF

<220>
<223> &Rk
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<400> 194

Val Leu Ile Gin Gly His Thr Val Arg Asn Cys Met Val Ala Arg Val
v 1 5 10 15

<210> 195
211> 18
<212> PRT
213> ALFFI

Q23> SEEK
<400> 195
Asp Trp Ile Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala

1 5 10 15

Leu Tyr

<210> 196
<211> 18
<212> PRT
213> ARSI

<220>
<223> EREK

<400> 196
Ser Trp Thr Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

Arg Asn

<210> 197
211> 18
<212> PRT
Q213> ALFY
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<220>
<223> AR

<400> 197
. Arg Glu Leu Glu Gly Pro Thr Leu Arg Leu Trp Leu Val Glu Arg Ala
- 1 S 10 15

. Arg Met

<210> 198
211> 18

<212> PRT
213> AILF%

‘ <220>

<223> HEREK

<400> 198

Val Ser Met Glu Gly Pro Thr Leu Arg Asn Trp Leu Ala Ala Arg Ala
1 : S 10 15

Arg Met

<210> 199
211> 18
<212> PRT

' Q213> A5

<220>
<223> ERER

<400> 199
Thr Thr Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Thr Arg Ala
1 S 10 15

Val Asp

<210> 200
211> 18
<212> PRT
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213> AL

<220>
223> HEKEK
. <400> 200

Ala Lys Leu Glu Gly Pro Thr Leu Arg Leu Trp Leu Ala Glu Arg Ala
1 5 10 15

Gly Arg

<210> 201
<211> 18
<212> PRT

” Q13> ATFFI

<220>
<223> HRER

<400> 201

Ala Arg Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

Arg Tyr

<210> 202
<211> 18
<212> PRT
213> AIF%

<220>
<223> HBREK

<400> 202
Asn Ile Met Asp Gly Pro Ala Leu Arg His Trp Leu Pro Ala Arg Ala
1 5 10 15

Ile Gln

<210> 203
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211> 18
<212> PRT
213> AILFF

<220>
223> HHERK

<400> 203
Asn Met Ile Gly Gly Pro Thr Leu Gly His Arg Leu Ala Asp Pro Ala
1 5 10 15

Ile GIn

<210> 204
<211> 18
<212> PRT
213> AILFF5

<220>

<223> BRI

<400> 204

Val Trp Met Glu Gly Ala Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
1 5 10 15

Leu Ile

<210> 205
<211> 18
<212> PRT
<213> ALF5

<220>
<223> ERkhk

<400> 205

Arg Val Met Glu Gly Pro Thr Leu Leu Gln Arg Leu Ala Ala Arg Ala
1 5 10 15

Arg Ser
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<210> 206
211> 18
<212> PRT
213> ALF%

<220>
<223> EHRAK

<400> 206
Gln Pro Met Asp Glu Pro Ala Arg Arg Gln Trp Leu Ser Ala Arg Ala
1 S 10 15

Gly Leu

<210> 207
211> 18
<212> PRT
Q213> AL

<220>
<223> GREK

<400> 207
Ala Trp Thr Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Gly
1 5 10 15

Arg Ser

<210> 208
<211> 18
<212> PRT
213> AR5

<220>
<223> BREKR
<400> 208

Ala Thr Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

Ala Leu
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<210> 209
<2il> 18
<212> PRT
Q213> ALF%

<220>
<223> BERA

<400> 209
Gly Arg Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

Leu Phe

<210> 210
211> 18

<212> PRT
Q213> ALFF

<220>
<223> ERRK

<400> 210
Glu Asn Met Gln Gly Arg Thr Leu Arg His Trp Leu Ala Ala Arg Asp
1 5 10 15

Tyr Phe

<210> 211
211> 18
<212> PRT
213> ALF%I

<220>
<223> ESERK

<400> 211

Lys Gly Val Glu Gly Pro Thr Leu Arg Leu Trp Leu Ala Ala Arg Ala
1 5 10 15
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Leu Met

210> 212

211> 18
<212> PRT
213> AR

<220>
<223> H&HEK

<400> 212
Val Glu Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

Ser Val

<210> 213
211> 18
<212> PRT
213> ALF%

<220>
223> SREL

<400> 213
Ala Phe Ile Glu Gly Pro Thr Leu Lys Asn Trp Leu Ala Ala Arg Ala
1 5 10 15

Ile Met

<210> 214
Q211> 18
<212> PRT
213> ALFF%

<220>
<223> ERKER

<400> 214

Thr Val Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ser
1 5 10 15
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Arg Ser

<210> 215
211> 18

<212> PRT
Q213> AR

<220>
<223> EHRK

<400> 215

” Ala His Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Thr Arg Ala
1 5 10 15

Lys Met

<210> 216
<211> 18

<212> PRT
213> ALFF

<220>
<223> SRRk

<400> 216
.‘ Lys Asp Ile Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

, Asn Tyr

<210> 217
<211> 18

<212> PRT
213> ANIFF

<220>
<223> EREK

<400> 217
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Arg Ile His Asp Gly Arg Lys Leu Arg Gln Trp Leu Thr Val Arg Asp
1 5 10 15

Thr Met

<210>
<211>
<212>
<213>

218

18

PRT
AL

<220>
<223> EHERK

<400> 218

Lys Pro Ile Glu Gly Pro Thr Leu Lys Leu Trp Leu Ala Glu Arg Met
1 5 10 15

Ala Ala

<210> 219
211>
<212>
<213>

18
PRT
ALFF

<220>
<223>
<400> 219

Ala Lys Asp Val Gly Thr Arg Leu Arg Gln Trp Leu Ala Ala Gly Ala
1 5 10 15

Arg Ala

<210>
<211>
<212>
<213>

220

18

PRT
ALFY

<220>

<223> EHER
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<400> 220

Gln Ser Gln Glu Gly Pro Thr Leu Arg Leu Trp Leu Ala Glu Arg Ala
1 5 10 15

Lys Trp

<210> 221
<211> 18
<212> PRT
Q213> AR5

<220>
<223> EHRE

” <400> 221

Met Tyr Thr Glu Gly Ala Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
1 5 10 15

Arg Ile

<210> 222
211> 18
<212> PRT
213> AL

<220>
<223> B

<400> 222

Pro Lys Met Glu Gly Pro Thr Arg Arg Thr Arg Leu Ala Asp Arg Ser
1 5 10 15

Thr Ser

<210> 223
<211> 18
<212> PRT
213> AL

<220>
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<223> &Rk

<400> 223

Asn Val Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Tyr Arg Ala
1 5 10 15

Arg Met

<210> 224
<211> 18
<212> PRT
Q213> ALFF

<220>
<223> Sythetic peptide

<400> 224
Thr Trp Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

Leu Gly

<210> 225
<211> 18
<212> PRT
Q213> ANLFF

<220>
<223> BRRK

<400> 225
Leu Thr Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

Thr Arg

<210> 226

<211> 18
<212> PRT
213> ALF%Y
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<220>
<223> SRR

<400> 226
- Tyr Thr Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

Leu His

<210> 227
211> 18
<212> PRT

213> ALFFY

‘ <220>
<223> Synethetic peptide
<400> 227

Asn Glu Met Glu Gly Ala Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
1 5 10 15

Lys Trp

<210> 228
<211> 18

<212> PRT
213> AILFFI

<220>
<223> SRR

<400> 228
Phe Ser Lys Glu Gly Ala Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
1 5 10 15

Leu Asp

<210> 229
<211> 18
<212> PRT
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Q213> AIFF

<220>
<223> BEEk

. <400> 229

Ser Asn Gly Val Cys Arg Thr Leu Arg Gin Trp Leu Ala Ala Arg Ala
1 5 10 15

Glu Glu

<210> 230

<211> 18
” 212> PRT

213> AL

<220>

<223> HREK

<400> 230

Lys Gly Met Glu Gly Pro Thr Leu Arg Asn Trp Leu Ala Glu Arg Ala
1 5 10 15

Met Leu

<210> 231

<211> 18
“ <212> PRT

213> ATF3

<220>
223> EREK

<400> 231
Gln Asp Met Val Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 5 10 15

Arg Leu

<210> 232
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<211> 18
<212> PRT
213> AILFR%Y

<220>
<223> BHEK

<400> 232
Tyr Ser His Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala
1 S 10 15

Leu Leu

<210> 233
‘ <211> 18
<212> PRT

Q213> ATLF5

<220>
<223> GEAK

<400> 233
Gly Val Ile Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Met
1 5 10 15

Lys Val

" <210> 234

<211> 18
<212> PRT
213> ALF3

<220>
223> EREK

<400> 234

Met His Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Thr Arg Ala
1 5 10 15

Leu Ile
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<210> 235
211> 18

<212> PRT
Q213> AILFF

© Q2>
223> EEEK

<400> 235
Cys Arg Ser Glu Gly Pro Thr Leu Arg Cys Trp Leu Ala Ala Arg Ala
1 5 10 15

Gly Tyr

‘ <210> 236

211> 18
<212> PRT
213> ATLFF

<220>
<223> HEEK

<400> 236

Met Cys Ile Glu Gly Pro Thr Leu Arg Gln Trp Gln Val Cys Arg Val
1 5 10 15

Gly Leu

<210> 237
211> 18

<212> PRT
213> ALF%

<220>
.. <223> &K

<400> 237

Cys Arg Val Glu Gly Pro Ser Gln Arg Gln Cys Leu Ala Ala Arg Ala
1 5 10 15

Cys Trp
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<210>

211>

. 212>
213>

<220>
<223>

<400>

238

18

PRT
ALFF

=127

238

Cys Thr Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala

1

5 10 15

”Cys Ile

<210>
<211>
<212>
<213>

<220>
<223>

<400>

239

18

PRT
ALF%

BRKAR

239

Cys Gln Val Asp Gly Pro Thr Val Arg His Cys Arg Ala Ala Arg Ala

1

5 10 15

1".". Gly Leu

<210>
<2ll>
<212>
<213>

<220>
<223>

<400>

240

18

PRT
ALFF
BRER

240

Cys Asp Met Ala Gly Ala Thr Leu Arg Gln Trp Leu Ala Cys Arg Ser

1
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Gly Thr

<210> 241
<21l> 18
<212> PRT
Q213> AILFF

<220>
<223> BRAK

<400> 241
Ile Cys Thr Glu Gly Cys Thr Leu Arg Leu Trp Leu Ala Glu Arg Ser
1 5 10 15

Arg Val

<210> 242
<211> 18
<212> PRT
Q213> AR5

<220>
<223> HREER

<400> 242
Cys Gly Met Glu Gly Pro Ala Leu Arg Gln Tfp Leu Ala Cys Arg Ala
J§ 5 10 15

Val Asp

<210> 243
<21l> 22
<212> PRT
213> ALFF

<220> .
23> SRRk
<400> 243

Gln Gly Cys Ser Ser Gly Gly Pro Thr Leu Arg Glu Trp Gln Gln Cys
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Val Arg Met Gln His Ser

<210>
<L211>
<212>
<213>

<220>
<223>

<400>

’ 1

20

244

22

PRT
AL

=177

244

Gln Gly Cys Ser Ser Gly Gly Pro Thr Leu Arg Glu Trp Gln Gln Cys

5 ‘ 10 15

Arg Arg Ala Gln His Ser

<210>
211>
<212>
<213>

<220>
<223>

<400>

1

20

245

22

PRT
AL

=154

245

Gln Gly Cys Ser Ser Gly Gly Pro Thr Leu Arg Glu Trp Gln Gln Cys

5 10 15

Val Arg Ala Gln His Ser

<210>
211>
<212>
<213>

<220>
<223>

<400>

20

246

56

PRT
ALFF
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Ile Glu Gly Gln Ser Trp Glu Phe Glu Asn Asp Arg Val Pro Ala His
1 5 10 15

Ser Leu Glu Arg Val Leu Leu Leu Arg Arg Val Pro Thr Glu Pro Ser
. 20 25 30
Gly Pro Ser Ile Cys Ala Gln Ile Glu Gly Pro Thr Phe Lys Gln Trp
35 40 45

Gln Glu Cys Ile Asn Gly His Ser
50 55

<210> 247
” Q1> 17

<212> PRT

Q213> ATLFF

<220>
<223> SR

<400> 247
Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Lys Cys Arg Asn Met His
1 5 10 15

Ser

<210> 248
<211> 17
<212> PRT
213> ALFF

<220>
223> SRR

<400> 248

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Lys Leu Arg Arg Val His
1 5 10 15

Ser
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<210> 249
<211> 52
<212> PRT
<213> AR5

<220>
<223> SRkl

<400> 249
Ile Glu Gly Glu Pro Val Ser Asp Gly Lys Arg Arg Pro Arg Val His
1 5 10 15

Ser Leu Glu Arg Val Asp Ala Val His Ala Lys Val Gly Pro Ser Ile
20 25 30

Cys Ala Gln Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Lys Cys Lys
35 40 45

Arg Ala His Ser
50

<210> 250
<211> 56
<212> PRT
213> AILF3

<220>
<223> SRRk

<400> 250

Ile Glu Gly Arg Trp Pro Pro Pro Gln Phe Pro Val Thr Gln Gln His
1 5 10 15

Ser Leu Glu Arg Val Gly Arg Pro Pro Pro Ser Val Glu Leu Pro Arg
20 25 30

Pro Thr Phe Val Cys Ala Gln Ile Glu Gly Pro Thr Phe Lys Gln Trp
35 40 45

Gln Arg Cys Leu Arg Glu His Ser
50 55

<210> 251

121612-# 3| % .doc -90-



1360552

211> 17
<212> PRT
213> AIF%

<220>
<223> SRR

<400> 251
Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Arg Trp Arg Leu Leu His

i 5 10 15

Ser

<210> 252
<L2ll> 17
<212> PRT
<213> A%

<220>
<223> Gk

<400> 252

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Ala Trp Arg Lys Lys His
1 5 10 15

Ser

<210> 253
211> 17
<212> PRT
213> A%

<220>
223> Ehk

<400> 253

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Arg Trp Arg Lys Met His
1 5 10 15

Ser
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210> 254
211> 56
<212> PRT
Q213> AILFFFY

<220>
<223> BSREK

<400> 254
Ile Glu Gly Arg Trp Pro Pro Pro Gln Phe Pro Val Thr Glu His His
1 5 10 15

Ser Leu Glu Arg Val Gly Arg Arg Pro Pro Asn Ala Gln Met Pro Gln
20 25 30

Ser Ile Phe Ile Cys Gly Gln Asn Glu Gly Pro Thr Phe Gln Tyr Cys
35 40 45

Gln Arg Cys Leu Arg Glu His Ser
50 55

<210> 255
Lil> 17

<212> PRT
213> ALF%Y

<220>
<223> SRR

<400> 255
Ile Glu Gly Trp Trp Trp Gln Phe Tyr Phe His Ala Lys Glu Asp His
1 5 10 15

Ser

<210> 256
<21l> 23
<212> PRT
213> AIFF%I

<220>
<223> BRKEKR
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<400> 256
Pro Ser Ile Cys Ala Gln Ile Glu Gly Pro Thr Phe Lys Gin Trp Gin
1 5 10 15

Thr Cys Met Arg Ala His Ser
20

210> 257
<211> 53
<212> PRT
213> ALFF

<220>
<223> BBk

<400> 257
Ile Glu Gly Tyr Val Gly Gly Pro Tyr Glu Gln Thr Asn Ser Leu Glu
1 5 10 15

Arg Val Pro Pro Thr Leu Ala Trp Lys Tyr Gly Pro Arg Thr Pro Ser
20 25 30

Ile Cys Ala Gln Ile Glu Gly Pro Thr Phe Lys Gln Trp Gin Gln Cys
35 40 45

Leu Ser Asp His Ser
50

<210> 258
211> 17
<212> PRT
213> ALF%|

<220>
<223> EREK

<400> 258

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Gly Arg Ser Lys Arg His
1 5 10 15

Ser

121612-4 5| %k .doc -93.



1360552

210> 259
211> 17
<212> PRT
213> ALFF

<220>
<223> SRRk

<400> 259
Ile Glu Gly Trp Pro Trp Gln Leu Tyr Val His Pro Glu Gly Glu His
1 5 10 15

Ser

<210> 260
211> 17
<212> PRT
Q213> ALFF

<220>
<223> ERRE

<400> 260
Ile Glu Gly Trp Trp Trp Gln Leu Tyr Phe His Ala Lys Asp Asp His
1 5 10 15

Ser

<210> 261
<L211> 17
<212> PRT
213> AILF5

<220>
<223> ERBK

<400> 261

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Lys Leu Arg Arg Ser His
1 5 10 15

Ser
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<210> 262
L2l1> 17
<212> PRT
213> AIF%Y

<220>

<223> EEBK

<400> 262

Ile Glu Gly Trp Trp Trp Gin Phe Tyr Phe His Pro Lys Glu Asp His

1 5 10 15

Ser

<210> 263
<2l1> 17
<212> PRT
213> AIRFF

<220>
<223> SRk

<400> 263
Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Lys Ser Arg Thr Lys His
1 5 10 15

Ser

<210> 264
<211> 17
<212> PRT
213> ALFFY

<220>
<223> BEEK

<400> 264

Ile Glu Gly Trp Thr Trp Gln Phe Tyr Val His Pro Lys Gly Asp His
1 5 10 15
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Ser

<210>

- <L2l1>
<212>

- <213>

<220>
<223>

<400>

265

17

PRT
ALFFY

B ERK

265

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Ala Ala Arg Met His His

1

&

cr

<210>
211>
<212>
<213>

<220>
<223>

<400>

5 10 15

266

17

PRT
ALFY

266

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Ala Cys Leu His Ser His

1

e

Ser

<210>
<L211>
<212>
<213>

<220>
<223>

<400>

5 10 15

267

17

PRT
AL

267

Ile Glu Gly Trp Ser Trp Gln Phe Tyr Ala His Pro Gln Gly Asp His

1

5 10 15
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Ser

<210>
<L211>
<212>
<213>

268

17

PRT
ALFF

<220>
<223> SHRK

<400> 268
Ile Glu Gly Pro Ser Phe Thr Pro Trp Phe His Glu Arg Arg Ser His
1 5 10 15

Ser

<210>
211>
<212>
<213>

269

17

PRT
ALFF

<220>
<223> HEAK

<400> 269
Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Trp Leu Arg Arg His His
1 5 10 15

Ser

<210>
<211>
<212>
<213>

270

17

PRT
ALF%

<220>

<223> EHEEK

<400> 270

Ile Glu Gly Trp Trp Trp Gln Phe Tyr Val His Ala Lys Gly Asp His
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Ser

210> 271
L211> 17

<212> PRT
213> AL

<220>
<223> BRI

<400> 271

‘. Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Val Trp Arg Asn Arg His
1 5 10 15

Ser

<210> 272
<L211> 17

<212> PRT
Q213> AILF%Y

<220>
<223> ERERK

<400> 272
‘. Ile Glu Gly Gln Ser Trp Leu Arg Arg Leu His Trp Lys Glu Glu His
1 5 10 15

Ser

Q10> 273
<2ll> 51

<212> PRT
213> AIF%

<220>
<223> EHEAK

<400> 273
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Ile Glu Gly Trp Pro Trp Gln Phe Tyr Ala Leu Ser Arg Glu Ser Gly
1 5 10 i5

. Thr Ser Pro Ser Ser Ala Ala Arg Thr Ser Ser Tyr Leu Arg Ser Cys
. 20 25 30

Ala Gln Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Ile Cys Lys Asp
35 40 45

Gln His Ser
50

<210> 274
"<211> 17

<212> PRT

Q213> AR

<220>
<223> SRk

<400> 274
Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Lys Trp Arg Lys Thr His
1 5 10 15

Ser

<210> 275
211> 17
<212> PRT
213> ALF3

<220>
<223> SRR

<400> 275

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Tyr Trp Arg Ala Lys His
1 5 10 15

Ser
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210> 276
211> 17

<212> PRT
Q13> AIFF3

< 220>
<223> ARAK

<400> 276
Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Val Arg Gin Lys Thr His
1 5 10 15

Ser

‘ <210> 277

L1l> 17
<212> PRT
213> ALF%]

<220>
<223> ERRK

<400> 277
Ile Glu Gly Trp Ser Trp Gln Phe Tyr Phe His Ala Lys Gly Asp His
1 b) 10 15

Ser

<210> 278
211> 17

<212> PRT
Q213> AIFF

° <220>
<223> SRRk

<400> 278

Ile Glu Gly Arg Thr Trp Gln Leu Tyr Phe His Ala Lys Glu Glu His
1 5 10 15

Ser
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<210> 279
211> 17
<212> PRT

. 213> AL

<220>
223> SRAK

<400> 279
Ile Glu Gly Trp Ser Trp Gln Phe Tyr Ala His Pro Gln Gly Asp His

1 5 10 15

<210> 280
L211> 17

<212> PRT
213> ALFF

<220>
<223> EHECRK

<400> 280
Ile Glu Gly Trp Pro Arg Gln Leu Tyr Ala His Ala Lys Glu Asp His
1 5 10 15

Ser

<210> 281
211> 17
<212> PlgT

- Q213> AR5

<220>
<223> AR

<400> 281

Ile Glu Gly Trp Trp Trp Gln Phe Tyr Ala His Pro Gln Gly Asp His
1 5 10 15
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Ser

<210> 282
211> 17
<212> PRT
Q213> ALFF

<220>
<223> SRR

<400> 282
Ile Glu Gly Trp Ser Trp Gln Phe Tyr Ala His Pro Gln Gly Asp His
1 5 10 15

Ser

<210> 283
211> 17

<212> PRT
213> AR5

<220>
223> Emhk

<400> 283
Ile Glu Gly Trp Ser Trp Gln Phe Tyr Ala His Pro Gln Gly Asp His
1 5 10 15

Ser

<210> 284
211> 51

<212> PRT
Q213> ATLF5Y

<220>
<223> BREK

<400> 284

Ile Glu Gly His Gly Ser Gln Lys Pro Thr Ala Ala Arg Ala Leu Glu
1 5 10 15
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Ser Thr Ser Ser Leu Thr Thr Arg Thr Arg Thr Thr Ser Ile Cys Ala

20 25 30

- Gln Gln Asp Met Val Gly Pro Thr Ile Arg Gln Trp Leu Ala Ala Arg

35 40 45

Ala Cys Ile

50

<210>
<211>
<212>
<213>

<220>
<223>

<400>

285

17

PRT
ALFF

BRKER

285

Ile Glu Gly Pro Thr Phe Glu Gln Trp Gln His Trp Arg Arg Gly His

1

Ser

<210>
211>
| <212>

<213>

<220>
<223>

<400>

5 10 15

286
14
PRT

AL

BRRHR

286

Ile Glu Gly Trp Ile Trp Arg Gln Trp Leu Ala Ala Arg Ala

1

<210>
<211>
212>
<213>

220>

121612-54 % % .doc
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287

14

PRT
ALFF
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Q223> EHEER

<400> 287

Ile Glu Gly Trp Ile Trp Arg Pro Trp Leu Ala Ala Arg Ala
. 1 5 10

<210> 288
Lll> 14
<212> PRT
213> ATIFFFI

<220>
<223> SREKEA

<400> 288

" Ile Glu Gly Tyr Trp Trp Tyr Ala Ser Trp Ala Ala Arg Ala
1 5 10

<210> 289
Lil> 17
<212> PRT
213> AL

<220>
<223> SRR

<400> 289

Ile Glu Gly Trp Pro Trp Gln Phe Tyr Ala His Pro Gln Gly Asp His
1 5 10 15

.‘ Ser

<210> 290
<211> 14

¢ <212> PRT
213> ALF%
<220>
<223> BRER
<400> 290

Ile Glu Gly Trp Val Trp Cys Gln Trp Leu Ala Ala Arg Ala
1 5 10
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<210> 291
211> 17
<212> PRT

’ 213> ALRFFY

<220>
‘ <223> ESHBK

<400> 291
Ile Glu Gly Pro Thr Leu His Glu Trp Leu Arg Trp Leu Arg Gln His
1 5 10 15

Ser

<210> 292
<211> 14
<212> PRT
<213> A%

<220>
<223> B

<400> 292
Ile Glu Gly Trp Val Trp Arg Pro Trp Leu Ala Ala Arg Ala
1 5 10

) <210> 293

' Qll> 14

‘ <212> PRT
213> ALFF

<220>
223> ERAK

<400> 293
Ile Glu Gly Trp Val Trp Cys Pro Trp Leu Ala Ala Arg Ala
1 5 10

<210> 294
211> 17

<212> PRT
213> ATIFF5
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<220>
Q23> Bk

<400> 294
Ile Glu Gly Glu Ala Leu Val Phe Trp Trp Arg Val Arg Gly Gly His
1 S 10 15

Ser

Q10> 295
2ll> 14
<212> PRT
Q213> AL

<220>
23> ERERK

<400> 295

Ile Glu Gly Trp Val Trp Cys Pro Trp Leu Ala Ala Arg Ala
1 5 10

<210> 296
Lll> 14

<212> PRT
213> ALFEF

<220> :
<223> BREK

<400> 296
Ile Glu Gly Trp Val Trp Trp Pro Trp Leu Ala Ala Arg Ala
1 5 10

<210> 297
211> 17

<212> PRT
213> ALFF

<220>
<223> BRAK

<400> 297

Ile Glu Gly Trp Thr Trp Gln Phe Tyr Ala Leu Pro Arg Gly Asp His
1 5 10 15
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1]

Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

298

51

PRT
ALFF

=120

298

Ile Glu Gly Trp Pro Trp Gln Phe Tyr Ala Leu Ser Arg Glu Ser Gly

1

5 10 15

Thr Ser Pro Ser Ser Ala Ala Arg Thr Ser Ser Tyr Leu Arg Ser Cys

20 25 30

Ala Gln Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Ile Cys Lys Asp

35 40 45

Gin His Ser

50

<210>
211>
<212>
<213>

<220>
<223>

<400>

299

14

PRT
ALF3

(=124

299

Ile Glu Gly Pro Thr Leu Arg Gln Arg Leu Ala Ala Arg Ala

1

<210>
211>
<212>
<213>

<220>
<223>

5 10

300

17

PRT
ALF7

=147
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<400> 300

Ile Glu Gly Trp Ser Trp Gln Phe Tyr Ala His Pro Lys Gly Asp His
1 5 10 15

Ser

<210> 301
<L2ll> 14
<212> PRT
213> AIFYI

<220>
<223> SRR

<400> 301

Ile Glu Gly Trp Val Trp Arg Gln Trp Leu Ala Ala Arg Ala
1 S 10

<210> 302

2> 17

<212> PRT

Q213> ALF5

<220>
223> EREKR

<400> 302
Ile Glu Gly Arg His Tyr Gln Lys Trp Pro Ala Arg Arg Leu Gly His
1 5 10 15

Ser

<210> 303
211> 17
<212> PRT
<213> ALF%I

<220>
<223> BRAK

<400> 303
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Ile Glu Gly Phe Val Gly Thr Val Asp Trp Arg Gln Gly Arg Pro His
1 5 10 15

Ser

<210> 304
L2l11> 17
<212> PRT
213> ALFF

<220>
<223> EREK

<400> 304
Ile Glu Gly Gln Glu Pro Thr Arg Leu Arg Leu Gln Met Asp Arg His
1 5 10 15

Ser

<210> 305
211> 48
<212> PRT
213> ALF

<220>
<223> GEER

<400> 305

1le Ala Gln Val Arg Met Leu Gly Arg Phe Thr Leu Leu Val Leu Ser
1 5 10 15

Arg Ala Arg Ala Ala Ser Thr Gln Leu Ser Phe Gln His Ser Ile Cys
20 25 30

Ala Gln Ile Glu Gly Gly Ala Gln Thr Gln Trp Asp Ala Ala Arg Ala
35 40 45

<210> 306
21> 14
<212> PRT
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Q13> ALFF

<220>
<223> EEA

<400> 306

Ile Glu Gly Glu Ile Trp Ala Gly Pro Gly Ala Ala Arg Ala
1 5 10

<210> 307
211> 14
<212> PRT
213> ALFEF

<220>
<223> HRER

<400> 307
Ile Glu Gly Glu Ala Leu Val Phe Trp Trp Ala Ala Arg Ala
1 5 10

<210> 308
211> 14
<212> PRT
213> AILFFI

<220>
<223> AR

<400> 308
Ile Glu Gly Ser Tyr Arg Glu Arg Gln Gln Ala Ala Arg Ala
1 S 10

<210> 309
211> 14
<212> PRT
213> ALFFI

<220>
223> EERK

<400> 309

Ile Glu Gly Trp Val Trp Arg Pro Trp Leu Ala Ala Arg Ala
1 5 10

121612-% %| % .doc -110-



1360552

<210> 310
2> 14
<212> PRT
Q213> ALFFY

<220>
<223> BEEK

<400> 310

Ile Glu Gly Trp Asn Pro Trp Arg Gly Ala Ala Ser Arg Val
1 5 10

<210> 311
<21l> 14
<212> PRT
Q213> AIFF

‘ <220>

<223> SRR
<400> 311

Ile Glu Gly Trp Thr Arg Arg Gln Trp Leu Ala Ala Arg Ala
1 5 10

<210> 312
Qll> 14
<212> PRT
Q213> AR5

<220>
<223> BREK

@ - 2

Ile Glu Gly Trp Val Trp Arg Pro Trp Leu Ala Ala Arg Ala
1 5 10

Q10> 313
211> 16
<212> PRT
213> ALY

<220>
<223> SRR

<400> 313

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Ala Met Arg Arg His Ser
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<210> 314
<211> 15
<212> PRT

<213> AIF3I

<220>
<223> HAREK

<400> 314
Ile Glu Gly Met Val Lys Leu Gly Val Ile Arg Leu Leu Val Leu
1 5 10 15

<210> 315
<L21l1> 17
<212> PRT
213> ALF%Y

<220>
<223> SRk

<400> 315
Ile Glu Gly Pro Thr Phe Lys Gln Trp Gin Ala Trp Arg Arg Trp His
1 5 10 15

Ser

<210> 316
<211> 48
<212> PRT
213> AILFF

<220>
<223> BERER

<400> 316
Ile Glu Val Trp Gln Ser His Trp Tyr Gln Ala Ala Arg Ala Leu Glu
1 5 10 15

Ser Thr Ser Ser Arg Leu Leu Pro Met Arg Pro Pro Pro Ser Ile Cys
' 20 25 30
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Ala Gln Ile Glu Gly Pro Thr Leu Pro Gln Arg Met Ala Ala Arg Ala
35 40 45

210> 317
211> 17
<212> PRT
Q213> ALF%

<220>
<223> ERBK

<400> 317

Ile Glu Gly Trp Thr Trp Gln Phe Tyr Ala His Pro Gln Gly Asp His
1 5 10 15

1'I'II’ Ser

<210> 318
211> 17

<212> PRT
Q213> AIF%

<220>
<223> SRR

<400> 318
Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Ala Leu Arg Lys Arg His
1 5 10 15

Ser

<210> 319
Q211> 17
<212> PRT
Q213> ALF%Y

<220>
<223> ESERK

<400> 319

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Lys Leu Arg Leu Gly His
1 5 10 15
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Ser

<210> 320
<L2l1> 17
<212> PRT
Q213> AIFFI

<220>
<223> Gk

<400> 320

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Leu Met Gly Phe Pro His
1 5 10 15

Ser

<210> 321
<L211> 17
<212> PRT
213> ATLFF5I

<220>
<223> EEEK

<400> 321
Ile Glu Gly Trp Ile Trp Arg Gln Trp Leu Met Gln Thr Leu Trp His
1 5 10 15

Ser

<210> 322
<L211> 17
<212> PRT
Q23> ALFF

<220>
<223> EHEA

<400> 322

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Ala Met Arg Lys Asn His
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Ser

<210> 323
<L2li> 17

<212> PRT
Q213> ALFF

<220>
<223> BERK

<400> 323
Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Lys Trp Arg Leu Ser His

’ ] 5 10 15

Ser

<210> 324
L2ll> 14

<212> PRT
Q213> AR

<220>
<223> BB

<400> 324

Ile Glu Gly Trp Gln Glu Gly Arg Gln Ser Ala Ala Arg Ala

o0 ! 5 10

<210> 325
L21l> 17
<212> PRT
Q213> ALY

<220>
<223> HEREK

<400> 325

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Arg Trp Leu Lys Tyr His
l 5 10 15
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Ser

<210> 326
<?2l1> 56
<212> PRT
213> ALFF

<220>
223> SRR

<400> 326
Ile Glu Gly Asn Tyr Trp Phe Trp Gln Gln Val Gly Gln Glu Asn Thr
1 5 10 15

‘ Leu Ser Arg Glu Trp Ile Gln Thr Leu Gly Gin Lys Tyr Trp Tyr Arg
20 25 30

Pro Pro Ser Ile Cys Ala Gln Ile Glu Gly Trp Ser Arg His Gln His
35 40 45

Tyr Ser Ala Met Ser Gly His Ser
50 55

<210> 327
L1l1> 17
<212> PRT
213> AIFF3

. <220>

<223> ERREK

<400> 327

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Leu Trp Arg Leu Gln His
1 5 10 15

Ser

<210> 328

L1l> 117
<212> PRT
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* <213> AILF%Y

<220>
<223> BERK

<400> 328

Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Met Leu Arg Arg His His
1 5 10 15

Ser

<210> 329
Q2ll> 17
<212> PRT

’ QL3> ATLFEF

<220>
<223> BEHERK

<400> 329
Ile Glu Gly Pro Thr Phe Lys Gln Trp Gln Arg Leu Arg Lys Asn His
1 5 10 15

Ser

<210> 330
<?21l> 14
<212> PRT

@ < Az

<220>
<223> SRRk

<400> 330
Ile Glu Gly Leu Leu Ser Gln Leu Trp Gln Ala Ala Arg Ala
1 5 10

<210> 331
<211> 17
<212> PRT
213> AIF3

<220>
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<223> SRRk
<400> 331

Ile Glu Gly Pro Ser Leu Pro Glu Trp Leu His Val Trp Arg His His
1 5 10 15

Ser

<210> 332
<2li> 17
<212> PRT
<213> ALFFFI

<220>
<223> BERkRk

<400> 332
Ile Glu Gly Pro Thr Leu His Glu Trp Leu Ala Glu Arg Arg Lys His
1 5 10 15

Ser

<210> 333
211> 17
<212> PRT
213> AR

<220>
<223> ERER

<400> 333
Ile Glu Gly Pro Thr Leu His Glu Trp Leu Ala Leu Leu Arg Ser His
1 5 10 15

Ser

<210> 334
211> 17
<212> PRT
213> ALFF
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<220>
<223> Bk

<400> 334
Ile Glu Gly Pro Thr Leu His Glu Trp Leu Ala Gln Arg Arg Glu His
1 5 10 15

Ser

<210> 335
Lll> 17
<212> PRT
Q213> AILFFI

<220>
<223> HEEBK

<400> 335

Ile Glu Gly Pro Thr Leu His Glu Trp Leu Leu Tyr Arg Arg Ala His
1 5 10 15

Ser

<210> 336
L211> 17
<212> PRT

‘ Q213> AIFF!

<220>
<223> BEREA

<400> 336

Ile Glu Gly Pro Thr Leu His Glu Trp Leu Arg Gln Arg Arg Gln His
1 5 10 15

Ser

<210> 337
<211> 14
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<212> PRT
213> AIFF5

<220>
Q223> BHHEK

<400> 337
Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
1 5 10

<210> 338
211> 33
<212> PRT
213> AIF%

<220>

' 223> BHREA

<400> 338
Tyr Ser His Cys Ala Gln Gly Ala Val Pro Gln Gly Pro Thr Leu Lys
1 5 10 15

Gln Trp Leu Leu Trp Arg Arg Cys Ala His Ser Leu Glu Thr Val Glu
20 25 30

Ser

<210> 339

e .

<212> PRT
213> ALFF

<220>
<223> EHHA

<400> 339

Tyr Ser His Cys Ala Gln Gly Tyr Cys Asp Glu Gly Pro Thr Leu Lys
1 5 10 15-

Gln Trp Leu Val Cys Leu Gly Leu Gln His Ser Leu Glu Thr Val Glu
20 25 30
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o®

Ser

<210> 340
<L211> 33
<212> PRT
213> ANIF5

<220>
<223> BEEK

<400> 340
Tyr Ser His Cys Ala Gln Gly Cys Ser Ser Gly Gly Pro Thr Leu Arg
1 5 10 15

Glu Trp Leu Gln Cys Arg Arg Met Gln His Ser Leu Glu Thr Val Glu
20 25 30

Ser

<210> 341
211> 33
<212> PRT
<213> AILF5I

<220>
<223> &Rk

<400> 341

Tyr Ser His Cys Ala Gin Gly Cys Ser Trp Gly Gly Pro Thr Leu Lys
1 5 10 15

Gln Trp Leu Gln Cys Val Arg Ala Lys His Ser Leu Glu Thr Val Glu

20 25 30

Ser

<210> 342
<211> 33
<212> PRT
213> ALFF
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<220>
<223> ERkiK

<400> 342
Tyr Ser His Cys Ala Gln Gly Gly Cys Arg Ser Gly Pro Thr Leu Arg
| 5 10 15

Glu Trp Leu Ala Cys Arg Glu Val Gln His Ser Leu Glu Thr Val Glu
20 25 30

Ser

’ Q210> 343

211> 33
<212> PRT
213> ATF5

<220>
<223> B/HERK

<400> 343
Tyr Ser His Cys Ala Gln Gly Thr Cys Glu Gln Gly Pro Thr Leu Arg
1 5 10 15

Gln Trp Leu Leu Cys Arg Gln Gly Arg His Ser Leu Glu Thr Val Glu
20 25 30

1""') Ser

<210> 344
<L11> 275
<212> PRT
213> ALF3I

<220>
<223> BB

<400> 344

Ala Gly Lys Ser Val Thr Cys His Val Lys His Tyr Thr Asn Pro Ser
1 5 10 15
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Gln Asp

Ser Pro

Leu Ser
50

Ala
65

Asn

Phe

Pro Glu

Gly Cys

Ala Tyr

130

Gly
145

Asn

Glu Len

Phe

Ser

Leu Pro

Gln Gly
210

Val Thr Val
20

Ser Thr Pro
35

Leu His Arg

Leu Thr Cys

Thr Trp Thr

85

Asp Leu
100

Arg

Ala
115

Glu Pro

Pro Glu Ser

Thr Phe Arg

Ala Leu Asn

165

Pro Lys Asp

180

Arg Glu Lys
195

Thr Thr Thr

. 121612-5% 5| % .doc

Pro

Pro

Pro

Thr
70

Pro

Cys

Trp

Lys

Pro

150

Glu

Val

Tyr

Phe

Cys Pro Val Pro Ser
25

Thr Pro Ser Pro Ser
40

Ala Leu Glu Asp Leu
55

Leu Thr Gly Leu Arg
75

Ser Ser Gly Lys
90

Ser

Gly Cys Tyr Ser Val

105

Asn His Gly Lys Thr

120

Thr
135

Pro Leu Thr Ala

Val His Leu Leu

155

Glu

Val Thr Leu
170

Leu Thr

Leu Val Arg Trp Leu

185

Thr Trp Ala
200

Leu Ser

Ala
215

Val Thr Ser Ile

Thr Pro Pro Thr Pro

30

Cys Cys His Pro Arg

45

Leu Leu Gly Ser Glu

60

Asp Ala Ser Gly Val

80

Ala Val Gln Gly Pro

95

Val Leu Pro
110

Ser Ser

Phe Thr
125

Cys Thr Ala

Thr Leu
140

Ser Lys Ser

Pro Pro Pro Ser Glu
160

Cys Leu Ala Arg Gly
175

Gln Gly Ser GIn Glu
190

Arg Gln Glu Pro Ser
205

Leu Arg Val Ala Ala
220
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Glu Asp Trp Lys Lys Gly Asp Thr Phe Ser Cys Met Val Gly His Glu
225 230 235 240

Ala Leu Pro Leu Ala Phe Thr Gln Lys Thr Ile Asp Arg Leu Ala Gly

245

Lys Pro Thr His Val Asn Val Ser
260

Thr Cys Tyr
275

<210>
<211>
<212>
<213>

345
262
PRT
AIFF

<220>

<223> BHEK

<400> 345
Asp Gly Lys Ser Val Thr Cys His
1 5

Gln Asp Val Thr Val Pro Cys Pro
20

His Pro Arg Leu Ser Leu His Arg
35 40

Gly Ser Glu Ala Asn Leu Thr Cys
50 55

Ser Gly Ala Thr Phe Thr Trp Thr
65 70

Gin Gly Pro Pro Glu Arg Asp Leu
85

Val Leu Pro Gly Cys Ala Gln Pro
100

121612-A- %) % .doc

250 255

Val Val Met Ala Glu Val Asp Gly
265 270

Val Lys His Tyr Thr Asn Pro Ser
10 15

Val Pro Pro Pro Pro Pro Cys Cys
25 30

Pro Ala Leu Glu Asp Leu Leu Leu
45

Thr Leu Thr Gly Leu Arg Asp Ala
60
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Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
195 200 205

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Gln Gly Asn
210 215 220

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
225 230 _ 235 240

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

245 250
' <210> 372

<211> 250
<212> PRT
213> ALFF

<220>
<223> BHERK

<400> 372
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
35 40 45

His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
50 55 ’ 60

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Gly Gly Ala
65 70 75 80

Trp Met Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala Ala
85 90 95
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Tyr Gly Gly Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
100 105 110

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
115 120 125

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
130 135 140

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
145 150 155 160

Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
165 170 175

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
180 185 190

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
195 200 205

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
210 215 220

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
¢ 225 230 235 240

’ Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250

<210> 373
L211> 254
<212> PRT
213> ATLFF%

<220>
<223> ERER

<400> 373

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15
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Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
225 230 235 240

Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250

<210> 374
211> 254
<212> PRT
213> ALF%

<220>
223> HHEER

<400> 374

' Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

20 25 30

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
35 40 45

His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
50 55 60

’ Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
65 70 15 80

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
85 90 95

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Gly Gln Gly Cys
100 105 110

Ser Ser Gly Gly Pro Thr Leu Arg Glu Trp Gln Gln Cys Val Arg Met
115 120 125

Gln His Ser Gly Gly Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser
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130 135 140

Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
145 150 155 160

Ser Arg Asp Glu Leu Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val
165 170 175

Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly
180 185 190

Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
195 200 205

’ Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
210 215 220

Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
225 230 235 240

Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250

<210> 375
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<212> PRT
Q213> AILRFF

“ <220>
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<400> 375

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 S 10 15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
35 40 45
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His Glu Asp Pro Glu Val
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Val His Asn Ala Lys Thr
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Tyr Arg Val Val Ser Val
85

Gly Lys Glu Tyr Lys Cys
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Ser Ser Gly Gly Pro Thr
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145 150

Ser Arg Asp Glu Leu Thr
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210
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Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
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Leu Thr Val Leu His Gln Asp Trp Leu Asn
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Leu Arg Glu Trp Gln Gln Cys Arg Arg Ala
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Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
200 205

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
215 220

Ser Cys Ser Val Met His Glu Ala Leu His
235 240

Ser Leu Ser Leu Ser Pro Gly Lys
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Leu Arg Glu Trp Gln Gln Cys Val Arg Ala
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Lys Gly Phe Tyr Pro Ser
180

Gln Pro Glu Asn Asn Tyr
195

Gly Ser Phe Phe Leu Tyr
210

Gln Gln Gly Asn Val Phe
225 230

Asn His Tyr Thr Gln Lys
245
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Met Asp Lys Thr His Thr
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Met Ile Ser Arg Thr Pro
35

His Glu Asp Pro Glu Val
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Val His Asn Ala Lys Thr
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Tyr Arg Val Val Ser Val
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Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Gly Leu Asp Met
100. 105 110

Glu Gly Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala Asn Gly Gly
115 120 125

Gly Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
130 135 140

Gln Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu

145 150 155 160

' Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
165 170 175

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
180 185 190

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
195 200 205

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
210 215 220

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr

‘ 225 230 235 240

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250
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<211> 250
<212> PRT
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<220>
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<400> 378
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210

215 220

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr

225 230

Gln Lys Ser Leu Ser Leu
245
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Met Asp Lys Thr His Thr
1 5

Gly Gly Pro Ser Val Phe
20

Met Ile Ser Arg Thr Pro
35
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65 70

Tyr Arg Val Val Ser Val
85
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Glu Gly Pro Thr Leu Arg
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Ile Trp Leu Ala Ser Arg
120
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Gly Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
130 135 140

Gln Pro Arg Glu Pro Gla Va! Tyr Thr Leu Pro Pro Ser Arg Asp Glu
145 150 155 160

Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
165 170 175

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn
180 185 190

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
’ 195 200 205

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
210 215 220
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245 250
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<220>
23> SEBK

<400> 380

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
| 5 10 15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

20 25 30

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
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Tyr Arg Val Val Ser Val
85

Gly Lys Glu Tyr Lys Cys
100

Glu Gly Pro Thr Leu Arg
115

Gly Ala Leu Pro Ala Pro
130

Gln Pro Arg Glu Pro Gln
145 150

Leu Thr Lys Asn Gln Val
165

Pro Ser Asp Ile Ala Val
180

Asn Tyr Lys Thr Thr Pro
195

Leu Tyr Ser Lys Leu Thr
210

Val Phe Ser Cys Ser Val
225 230

Gln Lys Ser Leu Ser Leu
245

<210>
211>
<212>
<213>

383
254
PRT
ALF3

<220>

<223> HREEK

121612-F %} 4% .doc

Leu Thr Val Leu His Gln Asp Trp Leu Asn
90 95

Lys Val Ser Asn Lys Gly Gly Ala Trp Met
105 110

His Trp Leu Ala Ala Arg Ala Ala Tyr Gly
120 125 ‘

Tle Glu Lys
135

Thr Ile Ser Lys Ala Lys Gly
140

Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu

155 160

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr

170 175

Glu Trp Glu
185

Ser Asn Gly Gln Pro Glu Asn
190

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
200 205

Val Asp Lys
215

Ser Arg Trp Gln Gln Gly Asn
220

Met His Glu Ala Leu His Asn His Tyr Thr
235 240

Ser Pro Gly Lys
250

- 178 -



1360552
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Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
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Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
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Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
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His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
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' Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
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Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
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Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
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Tyr Arg Val Val
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His Trp

Thr Pro

Leu Thr

Ser Val

230

Ser Leu
245

His Thr

Val Phe

Thr Pro

Glu Val

Lys Thr

70

Ser Val
85

Leu Ala Thr Arg Ala Gly Arg Gly Gly Asn
185 190

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
200 205

Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
215 220

Met His Glu Ala Leu His Asn His Tyr Thr
235 240

Ser Pro Gly Lys
250

Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
10 15

Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
25 30

Glu Val Thr Cys Val Val Val Asp Val Ser
40 45

Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
55 60

Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
75 80

Leu Thr Val Leu His Gln Asp Trp Leu Asn
90 95
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Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
115 120 125

Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
130 135 140

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
145 150 155 160

' Glu Trp Glu Ser Asn Gly Gln Pro Glu Gly Gly Thr His Ile Glu Gly
165 170 175

Pro Thr Leu Arg Ile Trp Leu Ala Ser Arg Ala Lys Ala Gly Gly Asn
180 185 190

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
195 200 205

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
210 215 220

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
225 230 235 240

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250

<210> 400
<21i> 250
<212> PRT
213> ALFF

<220>
<223> BREK

<400> 400

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
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Gly Gly Pro Ser
20

Met Ile Ser Arg
35

His Glu Asp Pro
50

Val His Asn Ala
65

’ Tyr Arg Val Val

Gly Lys Glu Tyr
100

Ile Glu Lys Thr
115

Val Tyr Thr Leu
130

Ser Leu Thr Cys
‘ 145

Glu Trp Glu Ser

Pro Thr Leu Arg
180

Asn Tyr Lys Thr

195

Leu Tyr Ser Lys
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Val

Thr

Glu

Lys

Ser

85

Lys

Ile

Pro

Leu

Asn

165

His

Thr

10

15

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

Pro

Val

Thr

70

Val

Cys

Ser

Pro

Val

150

Gly

Trp

Pro

Leu Thr

25 30

Glu Val Thr Cys Val Val Val Asp
40 45

Lys Phe Asn Trp Tyr Val Asp Gly
55 60

Lys Pro Arg Glu Glu Gln Tyr Asn
75

Leu Thr Val Leu His Gln Asp Trp
90

Lys Val Ser Asn Lys Ala Leu Pro
105 110

Lys Ala Lys Gly Gln Pro Arg Glu
120 125

Ser Arg Asp Glu Leu Thr Lys Asn
135 140

Lys Gly Phe Tyr Pro Ser Asp Ile
155

Gln Pro Glu Gly Gly Ser Ala Ile
170

Leu Ala Trp Arg Ala Met Leu Gly
185 190

Pro Val Leu Asp Ser Asp Gly Ser

200 205

Val Asp Lys Ser Arg Trp Gln Giln
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80

Leu Asn
95
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160

Glu Gly
175

Gly Asn

Phe Phe

Gly Asn



1360552

210 215 220

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
225 230 235 240

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250

210> 401
<211> 250
<212> PRT
Q213> ATLFF

<220>
<223> BEBA

' <400> 401

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 ' 5 10 15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
35 40 45

His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
50 55 60

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr Asn Ser Thr
65 70 75 80

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
85 90 95

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
115 120 125
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Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
130 135 140

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

145 150 155 160

Glu Trp Glu Ser Asn Gly Gln Pro Glu Gly Gly Trp Met Met Glu Gly
165 170 175

Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala Arg Tyr Gly Gly Asn
180 185 190

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
195 200 205

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
210 215 220

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
225 230 235 240

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250

<210> 402
<211> 250
<212> PRT

' Q13> ATFEI

<220>
<223> B

<400> 402
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

Met Tle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
35 40 45
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His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
50 55 60

Val His Asn Ala Lys Thr Lys Pro Arg Giu Giu Gln Tyr Asn Ser Thr
65 70 75 80

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
85 90 95

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

' Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gln
115 120 125

Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
130 135 140

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
145 150 155 160

Glu Trp Glu Ser Asn Gly Gln Pro Glu Gly Gly Ala Trp Met Glu Gly
165 170 175

Pro Thr Leu Arg His Trp Leu Ala Ala Arg Ala Ala Tyr Gly Gly Asn
180 185 190

P®

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
195 200 205

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
210 215 220

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
225 230 235 240

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250

121612-4 | % .doc - 206 -



1360552

<210> 403
<211> 254
<212> PRT
Q213> ALFF

<220>
<223> ESRBL

<400> 403

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

' Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
35 40 45

His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
50 55 60

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
65 70 75 80

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
85 90 95

‘ Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
115 120 125

Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
130 135 140

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
145 150 155 160

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

121612-4 54 .doc -207 -



1360552

165

Pro Val Leu Asp Ser Gly
180

Leu Arg Glu Trp Gln Gin
195

Gly Ser Phe Phe Leu Tyr
210

Gln Gln Gly Asn Val Phe
225 230

Asn His Tyr Thr Gln Lys
245

<210>
211>
<212>
<213>

404
254
PRT
ALFF

<220>

<223> SRR

<400> 404

Met Asp Lys Thr His Thr

1 5

Gly Gly Pro Ser Val Phe
20

Met Ile Ser Arg Thr Pro
35

His Glu Asp Pro Glu Val
50

Val His Asn Ala Lys Thr
65 70
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170

Gly Gln Gly Cys Ser
185

Cys Arg Arg Met Gln
200

Ser Lys Leu Thr Val

215

Ser Val Met
235

Ser Cys

Ser Leu Ser
250

Ser Leu

Pro Cys Pro
10

Cys Pro

Leu Phe Pro Pro Lys

25

Glu Val
40

Thr Cys Val

Lys Phe
55

Asn Trp Tyr

175

Ser Gly Gly Pro Thr
190

His Ser Gly Gly Asp
205

Asp Lys Ser Arg Trp
220

His Glu Ala Leu His
240

Pro Gly Lys

Ala Pro Glu Leu Leu
15

Pro Lys Asp Thr Leu

30

Val Val Asp Val Ser
45

Val Asp Gly Val Glu
60

Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

75

80
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Tyr Arg Val Val

Gly Lys Glu Tyr
100

Ile Glu Lys Thr
115

Val Tyr Thr Leu
130

Ser Leu Thr Cys
145

Glu Trp Glu Ser

Pro Val Leu Asp
180

Leu Arg Glu Trp
195

Gly Ser Phe Phe
210

Gln Gln Gly Asn
225

Asn His Tyr Thr

405
254
PRT
ALFF

<210>
<211>
<212>
<213>

<220>

<223> BB
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Ser

85

Lys

Ile

Pro

Leu

Asn

165

Ser

Gln

Leu

Val

Gln
245

Val

Cys

Ser

Pro

Val

150

Gly

Gly

Gln

Tyr

Phe

230

Lys

Leu Thr Val Leu His Gin
90

Lys Val Ser Asn Lys Ala
105

Lys Ala Lys Gly Gln Pro
120

Ser Arg Asp Glu Leu Thr
135 140

Lys Gly Phe Tyr Pro Ser
155

Gin Pro Glu Asn Asn Tyr
170

Gly Gln Gly Cys Ser Ser
185

Cys Val Arg Met Gln His
200

Ser Lys Leu Thr Val Asp
215 220

Ser Cys Ser Val Met His
235

Ser Leu Ser Leu Ser Pro
250
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Asp Trp Leu Asn
95

Leu Pro Ala Pro
110

Arg Glu Pro Gln
125

Lys Asn Gln Val

Asp Ile Ala Val
160

Lys Thr Thr Pro
175

Gly Gly Pro Thr
190

Ser Gly Gly Asp
205

Lys Ser Arg Trp

Glu Ala Leu His
240
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<400> 405

Met Asp Lys Thr His
1 5

Gly Gly Pro Ser Val
20

Met Ile Ser Arg Thr
35

His Glu Asp Pro Glu
50

’ Val His Asn Ala Lys
65

Tyr Arg Val Val Ser
85

Gly Lys Glu Tyr Lys
100

Ile Glu Lys Thr Ile
115

Val Tyr Thr Leu Pro

'I'l' 130

Ser Leu Thr Cys Leu
145

Glu Trp Glu Ser Asn
165

Pro Val Leu Asp Ser
180

Leu Arg Glu Trp Gln
195
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Thr

Phe

Pro

Val

Thr

70

Val

Cys

Ser

Pro

Val

150

Gly

Gly

Gln

Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
10 15

Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
25 30

Glu Val Thr Cys Val Val Val Asp Val Ser
40 45

Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
55 60

Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
75 80

Leu Thr-Val Leu His Gln Asp Trp Leu Asn
90 95

Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
105 110

Lys Ala Lys Gly Gln Pro Arg Glu Pro Gin
120 125

Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
135 140

Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
155 160

Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
170 175

Gly Gln Gly Cys Ser Ser Gly Gly Pro Thr
185 190

Cys Arg Arg Ala Gln His Ser Gly Gly Asp
200 205
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Gly Ser Phe Phe Leu Tyr

210

Gln Gln Gly Asn Val
225

Asn His Tyr Thr Gln
245

<210>
211>
<212>
<213>

406
254
PRT
ALF5

<220>

223> GEMK

<400> 406
Met Asp Lys Thr His
1 5

Gly Gly Pro Ser Val
20

Met Ile Ser Arg Thr
35

His Glu Asp Pro Glu
50

Val His Asn Ala Lys
65

Tyr Arg Val Val Ser
85

Gly Lys Glu Tyr Lys
100

Ile Glu Lys Thr Ile
115
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Phe
230

Lys

Thr

Phe

Pro

Val

Thr

70

Val

Cys

Ser

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
215 220

Ser Cys Ser Val Met His Glu Ala Leu His
235 240

Ser Leu Ser Leu Ser Pro Gly Lys
250

Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
10 15

Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

25 30

Glu Val
40

Thr Cys Val Val Val Asp Val Ser
45

Lys Phe
55

Asn Trp Tyr Val Asp Gly Val Glu
60

Arg Glu Glu Gln Tyr Asn Ser Thr
75 30

Lys Pro

Leu Thr Val Leu His Gln Asp Trp Leu Asn

90 95

Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

105 110

Lys Ala Lys Gly Gln Pro Arg Glu Pro Gin
120 125
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Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
130 135 140

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
145 150 155 160

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175

Pro Val Leu Asp Ser Gly Gly Gln Gly Cys Ser Ser Gly Gly Pro Thr
180 185 190

' Leu Arg Glu Trp Gln Gln Cys Val Arg Ala Gln His Ser Gly Gly Asp
195 200 205

Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
210 215 220

Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
225 230 235 240

Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250

<210> 407

‘ Q11> 250

<212> PRT
213> AILF%

<220>
<223> BRAK

<400> 407
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30
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Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

35

His Glu Asp Pro Glu Val
50

Val His Asn Ala Lys Thr
65 70

Tyr Arg Val Val Ser Val
85

Gly Lys Glu Tyr Lys Cys
100

Ile Glu Lys Thr Ile Ser
115

Val Tyr Thr Leu Pro Pro
130

Ser Leu Thr Cys Leu Val

145 150

Glu Trp Glu Ser Asn Gly
165

Pro Val Leu Asp Ser Gly
180

His Trp Leu Ala Ala Arg
195

Leu Tyr Ser Lys Leu Thr
210

Val Phe Ser Cys Ser Val
225 230
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Lys

55

Lys

Leu

Lys

Lys

Ser

135

Lys

Gln

Gly

Ala

Val

215

Met

40 45

Phe Asn Trp Tyr Val Asp Gly Val Glu
60

Pro Arg Glu Glu Gln Tyr Asn Ser Thr
75 80

Thr Val Leu His Gln Asp Trp Leu Asn
90 95

Val Ser Asn Lys Ala Leu Pro Ala Pro
105 110

Ala Lys Gly Gln Pro Arg Glu Pro Gln
120 125

Arg Asp Glu Leu Thr Lys Asn Gln Val
140

Gly Phe Tyr Pro Ser Asp Ile Ala Val

155 160

Pro Glu Asn Asn Tyr Lys Thr Thr Pro
170 175

Leu Asp Met Glu Gly Pro Thr Leu Arg
185 190

Asn Gly Gly Gly Asp Gly Ser Phe Phe
200 205

Asp Lys Ser Arg Trp Gln Gln Gly Asn
220

His Glu Ala Leu His Asn His Tyr Thr
235 240
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&

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

245

<210>
211>
<212>
<213>

408
250
PRT
ALF5I

<220>
<223>
<400> 408

Met Asp Lys Thr His
1 5

Gly Gly Pro Ser Val
20

Met Ile Ser Arg Thr

35

His Glu Asp Pro Glu

50

Val
65

His Asn Ala Lys

Arg Val Val Ser
85

Tyr

Gly Lys Glu Tyr Lys

100

Ile Glu Lys Thr Ile

115

Val Tyr Thr Leu Pro

130

Ser Leu Thr Cys Leu

145
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Pro

Val

Thr

70

Val

Cys

Ser

Pro

Val
150

Cys

Leu

Glu

Lys

55

Lys

Leu

Lys

Lys

Ser

135

Lys

Pro

Phe

Val

40

Phe

Pro

Thr

Val

Ala

120

Arg

Gly

250

Pro Cys Pro Ala Pro
10

Pro Pro Lys Pro Lys
25

Thr Cys Val Val Val
45

Asn Trp Tyr Val Asp
60

Arg Glu Glu Gln Tyr
75

Val Leu His Gln Asp
90

Ser Asn Lys Ala Leu
105

Lys Gly Gln Pro Arg
125

Asp Glu Leu Thr Lys
140

Phe Tyr Pro Ser Asp
155
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15

Asp Thr Leu
30

Asp Val Ser

Gly Val Glu

Asn Ser Thr
80

Trp Leu Asn
95
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110

Glu Pro Gln
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160
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Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175

Pro Val Leu Asp Ser Gly Gly Tyr Met Met Glu Gly Pro Thr Leu Arg
180 185 190

His Trp Leu Ala Thr Arg Ala Gly Arg Gly Gly Asp Gly Ser Phe Phe
195 200 205

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
210 . 215 220

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
' 225 230 235 240

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250

<210> 409
2l1> 250
<212> PRT
213> ALF%

<220>
223> SRRk

<400> 409

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

‘ 1 5 10 15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
35 40 45

His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

50 55 60

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
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65 70 75 80

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
85 90 95

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gln
115 120 125

Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
130 135 140

' Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
145 150 155 160

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175

Pro Val Leu Asp Ser Gly Gly Thr His Ile Glu Gly Pro Thr Leu Arg
180 185 190

Ile Trp Leu Ala Ser Arg Ala Lys Ala Gly Gly Asp Gly Ser Phe Phe
195 200 205

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
' 210 215 220

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
225 230 235 240

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250

<210> 410
<211> 250
<212> PRT
213> ATLFF5

<220>
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<223> GEM

<400> 410

Met
1

Gly

Met

His

Val

65

Tyr

Gly

Ile

Val

Ser
145

Asp Lys Thr His

Gly Pro Ser Val

20

Ile Ser Arg Thr
35

Glu Asp Pro Glu
50

His Asn Ala Lys

Arg Val Val Ser
85

Lys Glu Tyr Lys
100

Glu Lys Thr Ile
115

Tyr Thr Leu Pro
130

Leu Thr Cys Leu

Glu Trp Glu Ser Asn

165

Pro Val Leu Asp Ser

180
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Thr

Phe

Pro

Val

Thr

70

Val

Cys

Ser

Pro

Val

150

Gly

Gly

Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
10 15

Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

25 30

Glu Val Thr Cys Val Val Val Asp Val Ser
40 45

Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
55 60

Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
75 80

Leu Thr Val Leu His Gln Asp Trp Leu Asn
90 95

Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
105 110

Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
120 125

Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
135 140

Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
155 160

Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
170 175

Gly Ser Ala Ile Glu Gly Pro Thr Leu Arg
185 190
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His Trp Leu Ala Trp Arg Ala Met Leu Gly Gly Asp Gly Ser Phe Phe
195 200 205

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
210 215 220

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
225 230 235 240

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250

<210> 411
<211> 250

' <212> PRT
213> AIFFY
<220>
<223> EREK
<400> 411
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
35 40 45

His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
50 55 60

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
65 70 75 80

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
85 90 95

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110
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Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
115 120 125

Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
130 135 140

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
145 150 155 160

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175

Pro Val Leu Asp Ser Gly Gly Trp Met Met Glu Gly Pro Thr Leu Arg
’ 180 185 190

His Trp Leu Ala Ala Arg Ala Arg Tyr Gly Gly Asp Gly Ser Phe Phe
195 200 205

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glin Gly Asn
210 215 220

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
225 230 235 240

Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250

<210> 412
<211> 250
<212> PRT
213> ALY

<220>
<223> B

<400> 412
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 S 10 15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30
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*

Met Ile Ser Arg Thr
35

His Glu Asp Pro Glu
50

Val His Asn Ala Lys
65

Tyr Arg Val Val Ser
85

Gly Lys Glu Tyr Lys
100

Ile Glu Lys Thr Ile
115

Val Tyr Thr Leu Pro
130

Ser Leu Thr Cys Leu
145

Glu Trp Glu Ser Asn
165

Pro Val Leu Asp Ser
180

His Trp Leu Ala Ala
195

Leu Tyr Ser Lys Leu
210

Val Phe Ser Cys Ser
225
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Pro Glu

Val Lys
55

Thr Lys
70

Val Leu

Cys Lys

Ser Lys

Pro Ser
135

Val Lys
150

Gly Gln

Gly Gly

Arg Ala

Thr Val
215

Val Met
230

Val Thr Cys Val Val Val Asp Val Ser
40 45

Phe Asn Trp Tyr Val
60

Asp Gly Val Glu

Pro Arg Glu Glu Gln
75

Tyr Asn Ser Thr
80

Thr Val Leu His Gin
90

Asp Trp Leu Asn
95

Leu Pro Ala Pro
110

Val Ser Asn Lys Ala
105

Ala Lys Gly Gln Pro
120

Arg Glu Pro Gln
125

Arg Asp Glu Leu Thr
140

Lys Asn Gln Val

Gly Phe Tyr Pro Ser
155

Asp Ile Ala Val
160

Pro Glu Asn Asn Tyr
170

Lys Thr Thr Pro
175

Ala Trp Met Glu Gly Pro Thr Leu Arg
185 190

Ala Tyr Gly Gly Asp Gly Ser Phe Phe
200 205

Asp Lys Ser Arg Trp Gln Gln Gly Asn
220

His Glu Ala Leu His Asn His Tyr Thr
235 240
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Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

245

<210> 413
211> 254
<212> PRT
213> AILF%

<220>
223> SRk

<400> 413

Met Asp Lys Thr His
1 5

Gly Gly Pro Ser Val
20

Met Ile Ser Arg Thr
35

His Glu Asp Pro Glu
50

Val His Asn Ala Lys
65

‘ Tyr Arg Val Val Ser

85

Gly Lys Glu Tyr Lys
100

Ile Glu Lys Thr Ile
115

Val Tyr Thr Leu Pro
130

Ser Leu Thr Cys Leu

121612-4 3| & .doc

Thr

Phe

Pro

Val

Thr

70
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Xaa AI AT RARE £ ER

misc_feature
(121)..(122)

Xaa A BAERIRREL < BEER

misc_feature
(136)..(136)
Xaa A B{EAIRAE 4 R E R

misc_feature
(139)..(140)
Xaa V] BEFIRRE L 2 EE

misc_feature
(143)..(144)
Xaa A B EMIRAELE < IRER

misc_feature
(149)..(150)
Xaa A] BEFRIRRE & 2 IR ER

misc_feature
(154)..(154)
Xaa O] BRI RARE S Z RERE

misc_feature
(158)..(158)
Xaa O] BIEMIRRE 4 BRER

misc_feature
(172)..(172)
Xaa AIBERRRE L < IRERE

misc_feature
(174)..(174)
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misc_feature
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<220>
<221>
<222>
<223>

<220>
<221>
. 222>
<223>

<220>
<221>
<222>
<223>

<400>

misc_feature
(183)..(183)
Xaa AIBEMRRE £ FEER

misc_feature
(199)..(199)
Xaa ] BRI RREE 4 < FREEE

misc_feature
(204)..(204)
Xaa A BETRRE &£ E#

525

’ Ser Val Phe Ile Phe Pro
1 5

Xaa Thr
Pro Glu
Ala Xaa

50

Val Ser
I. 65
Lys Cys

Ile Ser

Xaa Pro

Pro Xaa
20

Val Lys
35

Thr Xaa

Xaa Leu

Lys Val

Lys Xaa

100

Xaa Lys
115

Val Thr

Phe Xaa

Xaa Xaa

Ile Leu

70

Xaa Xaa
85

Xaa Gly

Asp Glu

Leu Val Lys Gly Phe Tyr

130
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Pro Lys Xaa Lys Asp Xaa Leu Xaa Ile Ser
10 15

Cys Val Val Val Asp Ile Ser Xaa Xaa Asp
25 30

Trp Phe Ile Asp Xaa Val Glu Val His Xaa
40 45

Glu Xaa Gln Xaa Asn Ser Thr Xaa Arg Xaa
55 60

His Xaa Asp Trp Leu Asn Gly Lys Xaa Phe
75 80

Xaa Ala Xaa Pro Ala Pro Ile Glu Lys Ser
90 95

Xaa Pro Arg Xaa Pro Gln Val Tyr Thr Leu
105 110

Leu Thr Xaa Xaa Gln Val Ser Ile Thr Cys
120 125

Pro Xaa Asp Ile Xaa Xaa Glu Trp Xaa Xaa
135 140
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Asn Gly Gln Pro Xaa Xaa Asn Tyr Lys Xaa Thr Pro Pro Xaa Leu Asp

145

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Xaa Val Xaa Lys Xaa

Xaa Trp Gln Gln Gly Asn Xaa Phe Ser Cys Ser Val Leu His Glu Ala

Leu His Asn His His Thr Xaa Lys Ser Leu Ser Xaa

<210>
211>
<212>
<213>

<220>
<223>

<400>

150

165

180 185

195 200

426
9
PRT

AL

BREK

426

Lys Ser Arg Trp Gln Gln Gly Asn Ile

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

427

9

PRT
ALFF3

AR

427

Lys Ser Arg Trp Gln Glu Gly Asn Val

1

<210>
<211>
<212>
<213>

<220>
<223>

5

428

2

PRT
AIFF

=140
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<400> 428

Pro Pro
1

<210> 429
<211> 8

<212> PRT
213> AR

<220>
<223> SRk

<400> 429
Asp Val Ser His Glu Asp Pro Glu

.‘ 1 5

<210> 430
<L2l> 3

<212> PRT
213> ALF%I

<220>
<223> ERkRk

<400> 430

Ser His Glu
1

<210> 431
‘ Q211> 4

<212> PRT

213> AILF%

<220>
<223> SRk

<400> 431
Val His Asn Ala
1

<210> 432
211> 7

<212> PRT
213> AR
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<220>
<223> &HEK

<400> 432

Glu Glu Gln Tyr Asn Ser Thr
1 5

<210> 433
<211> 3

<212> PRT
<<213> AIFF

<220>
<223> SRR

" <400> 433

Tyr Asn Ser
1

<210> 434
211> 11
<212> PRT
Q213> ALF%

<220>
<223> BREK

<400> 434
Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu

Il' 1 5 10

<210> 435
<211> 16
<212> PRT
213> ALFF5

<220>
<223> SRR

<400> 435

Asn Lys Ala Leu Pro Ala Pro Ile Giu Lys Thr Ile Ser Lys Ala Lys
1 5 10 15

<210> 436
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211> 3
<212> PRT
213> AIF5I

<220>
223> SRk

<400> 436

Asn Lys Ala
1

<210> 437
<L21l> 5

<212> PRT
213> AILF%Y

’ <220>
<223> ERER

<400> 437

Asp Glu Leu Thr Lys
1 5

<210> 438
<211> 3

<212> PRT
<213> AR5

<220>
<223> HRER

. <400> 438

Leu Thr Lys
1

<210> 439
<2il> 17

<212> PRT
213> AR5

<220>
<223> SRR

<400> 439

Asn Gly Gln Pro Glu Asn Asn
1 5
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<213>
<220>
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<400>

440

3

PRT
A5

=154

440

Glu Asn Asn

1

<210>
" <211>
<212>
<213>

<220>
<223>

<400>

441
11

PRT
ALF5

=129

441

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser

1

<210>
211>
<212>
<213>

‘ <220>

<223>

<400>

5

442

5

PRT
ALFF5Y

B

442

Val Leu Asp Ser Asp

1

<210>
<211>
212>
<213>

<220>
<223>

5

443

9

PRT
ALF5

BRRK
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<400> 443

Lys Ser Arg Trp Gln Gln Gly Asn Val
1 5

<210> 444
<?2li> 3

<212> PRT
213> AL

<220>
<223> SHECRK

<400> 444

Gln Gly Asn
1

<210> 445
<L2l1> 8

<212> PRT
<213> A%

<220>
<223> G

<400> 445
Asp Val Ser Gln Glu Asp Pro Glu
1 5

<210> 446
Lll> 7

’ <212> PRT
213> AIF%

<220>
<223> SRk

<400> 446
Glu Glu Gln Phe Asn Ser Thr
1 5

<210> 447
<211> 11

<212> PRT
213> ALF%

121612-4 5} 4% .doc -247-



1360552

<220>
223> B

<400> 447

Val Val His Gin Asp Trp Leu Asn Gly Lys Glu
1 5 10

<210> 448
211> 22
<212> PRT
Q213> ALF5

<220>
<223> &SRBk

<400> 448
' Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys

1 5 10

Gly Gln Pro Arg Glu Pro
20

<210> 449
211> 22
<212> PRT

Q213> ALY

<220>
Q23> SRR

’ <400> 449

Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys

1 5 10

Gly Gln Pro Arg Glu Pro
20

<210> 450
<211> 18

<212> PRT
Q213> AR5

<220>
<223> HREK
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<400> 450
Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Ala Lys Gly Gln Pro Arg
1 5 10 15

Glu Pro

<210> 451
211> 5

<212> PRT
213> ALFFY

<220>
<223> ERRK

’ <400> 451

Glu Glu Met Thr Lys
1 S

<210> 452
211> 7

<212> PRT
213> ALF%

<220>
<223> &R

<400> 452

Ser Gly Gln Pro Glu Asn Asn
<.l'l"1 5

<210> 453
211> 11

<212> PRT
Q213> AIFFF

<220>
<223> BREKR

<400> 453

Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser
1 S 10
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<210> 454
<211> 18
<212> PRT
213> AR5

<220>
<223> HREK

<400> 454
Cys Ser Ser Gly Gly Pro Thr Leu Arg Glu Trp Gln Gln Cys Ser Arg
1 5 10 15

Ala Gln

<210> 455
<211> 18

<212> PRT
Q213> ALY

<220>
<223> SRk

<400> 455
Cys Ser Ser Gly Gly Pro Thr Leu Arg Glu Trp Gln Gln Cys Gln Arg
1 5 10 15

Ala Gln

<210> 456
211> 18
<212> PRT
<213> ALF%I

<220>
<223> BHERk

<400> 456

Cys Ser Ser Gly Gly Pro Thr Leu Arg Glu Trp Gln Gln Cys Gly Arg
1 5 10 15

Ala Gln
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B PXBEAR/E

AERAGMMPEA R IRERFRZALY - £ E K
KEBKRBHAR - AFRHLKRKARASIAKTANE N EL G H X
R E BN RATER(H o ER )

LN REXBARER
i The invention relates to the field of compounds, especially peptides or
polypeptides, that have thrombopoietic activity. The peptides and
“ polypeptides of the invention may be used to increase platelets or platelet

precursors (e.g., megakaryocytes) in a mammal.
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R EX

ATGGACAAAACTCACACATGTCCACCTTGTCCAGCTCCGGARCTCCTGGGGSGACCSTCA

b decrccnces 4o 4-ccecccaa cq4cccccaca m4rcccecne. + 60

TRACCTGTTTTGAGTGTGTACAGGTGGAACAGGTCGAGGCCTTOAGGACCCCCCTGGCAGT
M D KTHTCPTPCEPATPETLTLTGSGT PSS -

GTCTTCCTCTTCCCCCCAARACCCARAGGACACCCTCATGATCTCCCSGACCCCTGAGETC

61 -~--"""°~4cccccccceyrrrracees deccrencnan 4cccccccen ¢ccmcemne. + 120

CAGAAGGAGAAGGGGGGTTTTGGG TTCC TG TGGGAGTACTAGAGGCCCTGGGGACTCCAG
v FLFPPEKPIXKDTULMISRTUPTETU WV -

AC ATGCGTGGTGGTGGACGTGAGCCACGMGACCCTGAGGTCMGTTCAACTGGTA&IG

......... ’---------*---------*-----.---Q-.-..----Q-------..‘ i80

121
TGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATGCAC

T'CVVVDVSHEDPEVKF_.NWYV—
GACGGCGTGGAGGTGCATAATGC CAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACG

181 ----=°~-= 4ccmmmeea. drccecscnns 4ommencecn decencconn ¢ccoccecw. + 240
CTGCCGCACCTCCACGTATTACGETTCTGTTTOGGOGCCCTCCT CGTCATGTTGTCGTGC
D GV EV HNAIKTI KU PRTETEOV YW NS ST -
TACCGTGTGETCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAA TGGCMGGAGTAC

--------- M R el L D T ¥eY o)
ATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCETTCCTCATG

241
y‘RVVSVLTVLHODNLNGKEY-
AAGT GCAAGGTCTCCMCAAAGCCCTCCCAGCCCCCATCGAGAAMCCATCTCCAMGCC o

30] --=---=°"">= LA AR Y 4o re s tececocona docccrrrna 4------_---4 360

TTCACGTTCCAGAGGTTGTTTCGGSAGGGTCEGGGCTAGCTCTTTTGG TAGACSTTTCGS

X C K V. 5 N K A L PA P11 E KT 1 $ K a -

AAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACC

--------- il A et Al R R T Y T

TTTCCCGTCGGEGCTCTTGGTGTCCACATG TGGGACGGGGETAGGGCCCTACTCGACTGS

KGQPREPQVYTLPPSRDELT—

AAGAACCAGGTCAGCCTGACCTG CCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTS

421 ---<---=°-~ ¢rcecccnmnn decrrcccne~ P tecmccona= drecmvecan ~+ 480
TTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGETCGCTGCTAGCGGCAC .
KNQVSLTCLVKGFYPSDIAV-
GAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACSCCTCCCGTGCTGGAC

481 -------=~- ¢-crrecene drecccccnne drecrnconas -
CTCACCCTCTCGTTACCCGTCGGCCTCT TG TTGATGTTCT GG TGCGGAGSESCACSACCTG

= 1A
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E W E S NG OQPENNY I KTT?PU®PVLD -

TCCGACGGCTCCTT CTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAG
[ R AL T R R TRy LA R LR R trrmcce~en 4--rmecccena + 600
AGGCTGCCGAGGRAGAAGGAGATGTOGTTOGAGTGGCACCTGTTCTCGTCCACCGTCGTC
¢ DG S F F LY S KULTVDJE KTSTZ RTMWQLQ -
GGGAACGTCTTCTCATGCTCCGTGATGCATGAGECTCTGCACAACCACTACACGCAGARG

CCCTTCCAGAAGACTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATCTGOGTCTTC

GNVFSCSV;M-HBALHNHYTO'*-

AGCCTCTCCCTGTCTCCGGGTAAR
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0

- 0000 ﬁg

B

- 100meg/kg -

- 3meg/kg -
- Smeg/kg A
- 50mceg/kg -

200mceg/kg -

FCER(TNEHE) [
(SEQID No: 9)

- 100mcg/kg

- 3meg/kg -
- Smeg/kg -
- 50mceglkg -

200mcglk

FBB(RE)
(SEQ ID No: 243)

- 100mceg/kg -

- 3meg/kg A
- Smeg/kg -

200meg/kg A

‘ Bt B

- 200meg/kg -

Fc-(SEQID No: 9) (R17VIM19A)

- 3meg/kg -
- Smeg/kg -
- 50megfkg -

100mcg/kg

)
)
I
)
—
I
-S0meghkg—— " H
)
)
I
- 3meg/kg 1
- Smeg/kg
L —

100meg/kg -

B4

200moeg/kg -

Fc-(SEQ ID No: 8) (R17V)-XLT™

) - 200mceg/kg -
Y Fc-(SEQ ID No: 9) | -smog/kg-

' RI7V)-B&H

- 200mcg/kg -
REME ST R | -3$oglk9-

- 200mcg/kg
FCBR(EHE) ™ Tmoako]

(SEQ ID No: 9)

- 200mog/kg
FcER(¥T8) ™ - 3mogikg-

(SEQ ID No: 244)
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# 096122147 £ EH PH £

PR F R EANREEHA00 57 A) p F”*‘Ej"
b HEAEE /""7 2 B

1. —#EmpleBEL2ZILEH  EFPHZILESWHEE

SEQ ID NO : 353-422%@ & Z & -

2. —HEBERasdh  HaobF RKBElIZILESY &R
—THRABEZLITHELZREA -

3. —~#EBYH HeBF LKAIZILESY -

4. —#HHEHBE HoswHF RKEIZ R R HEH -

5. ~ #ExXxmig  RoeSwwH KRAIZHB -

‘ 6. — M AAAmMpPIZ B EBELSZILEMZIHFE  HE4S D

HRBES2Erxmie b Bz ERERATAEAEKR R A
HmpERE A EATEZILLEY -
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